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U -M? £fcttST& D ; H e t tt&gfcJSCTB 
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mmmi] ^ (i) 

ut l ) 



B 1 (Alk 1 )^L 1 



* L 

(D 



Rte#;W#>m£fcte^<Dii##:T&9 ;■ 

Rite7jc|jt!C^££tefc: Ka^PSWk I&mfcL<te#fe(D7;i/;i*:>£fcte£^ 

(c^uTs^^nfcjii^s, #uflim^»> ^omm^m. ^v^nmm 

Al kite, ^^DTM^$nfcflg^m^fc«^D3gJ|&SimT$.0 ; 
L»te 'J >#-M^£fcteST&9 : 

r43d;tfste, |WIi;^S^:te^oT^Tt>ct<, ^OSfc«ISlTSD« 
t?$>0 ; 

Ra^ctD^Rbte, I^D/^TcteM&oT^TfcJ^, €-*M^£/tteS-L2 ( 
CH 2 ) p L3 (Re) q T&0, d^LT, L2*5«tlXL3te#*^^B"^/cteU> 
*-IffeL<«It*0, pteO£fcte^£UT&a, qtegf&l, 2, £fc 
te3T&9 v •?-LTR<:te7Km^t>L<teAO>r*>^, ^7^teiamfcL<te 

Rete, R<HZ-D^T9c\Z^m^tirz^<Dir$><0, -^LTlWIU^^fcte^fcCoTfe 
ct^] , ~N0 2 , -CNL -C0 2 Rd. -S0 3 H> -S0 2 R d , -OC0 2 R d 
> — CONR d R e , -OCONRdRe, -CSNR d Re, -CORi> — N (R d 
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) CORe, N (Rd) CSR e > -SO z N (Rd) (Re) ; — N (Rd) SO z R 
e. — N (Rd) CONReRf R 'Ji**®^ ^/tfct&MlCJfttfTg 

m^nrzmmhv<\t^(DT)^jim'v$>^i , -n (Rd) csnr'R', 

^fctt-N'(Rd) SO z NReRf, A^MSnSSTJfeO ; 
Al k*tt, iifc b < ttM07JP^l/>lT* t) ; 

R2tt7Kfll^*fc«^^;U*T*0 ; 
ft** 1 JSCE«©<b^. 

[is^8] ri^\ ^it^ctii^nfc, 7 3L-)vm. trusts 

[»*3S9] - (A 1 kO r (LO -CH z O-l. S0 2 NH-I 

> -c (o) o-*, sta-coN (R4) jheuMfcEon-rn . 

[»*JS1 0] - (A 1 kO r (LO s 7^\ -CONH-Sta5§, Ht2& 
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m*mi i] i(u) : 

Ut 2] 




(uCT, -W=a*-CH=£fctt-N = T*0 ; 
=fc5fc-L2 (CH 2 ) p L3 (Rc) q J@T?£*:«»-e&9 

Al ki, T.-Li, s, RK RK R, *3cfc^He t tf. — jftWfc#fc'JtlBtc:?£ 

[siwwb i2] h e t c tit s nfc tr d u * & a tr u 

[1*^3113.3 2-^^ (S- 2, 5-v^h=^y7x-;|/) ~zi^/-f 
(N— 2, 6 - y^OD^y^jl/) -L-4-75/7x-^77— > ; 

2-^ (S-2, h+y7iz;i/) il3^/-f;i/- (H-2, 6->> 

^□P^>V r -r;i/) -L-4 -75 / 7i^77-> ; 

N— (3, 5-^DD-4-t3iJJW — N ' - (3, 5->?^no-4-tr 
3'J;W -L-4-7S7-7i-^77->; 

N- (2 -^nD"3f y-f;i/) -N' - (3, 5->?^DD-4-tf3U;P) 
-L-4-75/-7x-^77->; 

O- (2, 6-y7 0D^>yjH -N- (4 - X-fe3MP- 1 , 2, 5 - MJ ^ 

3 -Mu^)V) -L-?-nis>; 
(N* —3, 5-v^DD<7-3fy<;W — N — { ( [3-fcTUS*— )V^9~ 
M tt) -iV-l^-J^M -L-4-75y7x-Jl/77^>; 



( 5 ) 
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N- (4-7-tz^;i/-l, 2, 5- MJ*3MP- \H-\dU-)V- Z-t>)V#~ 
)V) — N ' - (3, 5-> J ^nD-4-t:ziij;i/) -L-4-75 / y jl~)IT 
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[0 0 0 1] 
[0 0 0 2] 

S^SWSrSfcrcii:**; StSt9!6moT^* [Springer, T 

A. Nature, 346, 42 5. (1 9 9 0) ;Springer, T. 
A. Cell 7_6_, 3 0 1, (1 9 9 4)'] . ^6®ffiS'^fflOf<H 

[0 0 0 3] 

0 ©sa: s-r > t- ^ u > a m& ct: # 8 momfs. >j- ^ u > 0 m^pi^ $ nx 

1^5 [Sonnenberg, A. Current Topics in Mi 
crobio'Togy and Immunology, Hi, 7, (19 9 
3) ] „ ^07 7 5'J-©/>A'-lt MMto\t\*£<D^¥~n-mim.mz£.~i 

&ifKsns*<, cintt*fc, jEigtc, ft%»3^tM4Sfc«vL a 4 ifcPMn 

^iT#^[<7)1ty^;W-yiC«ffl^SnTli-g) [Sonnenberg, A. M* 

1 . 

[0 0 0 4] 



( 7 ) 
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u— <Di-D&mm2nT^fe^&ji!Lm&m^± (lad) tm£tiz>m.fc&)X.m. 

^iOfcfet, $ 6 CiTt^MTlxS [Mar 1 i n, S. D. et a 1 
J. Exp. Med. 1 6 4 , 8 5 5 (1 9 8 6) ]„ CCD^Jg^T&Mki: 

[0 0 0 5] 

&mLT. m^y'JlTrfKmzm^nx^^ [MtL\*. I s s eku t z, T 
. B. J . I mm (a n ol. 3394, (1992) ;Li, Z. et a 1 
Am. J . Physiol. 2 6 3 . L723, (1992) ; B i n n s , R 
. M. e t a 1 J . I mm u n o 1 . 1 5 7 . 4094, (1996)], 

[0 0 0 6] 

TfcSjS l*3«fcOC0 7 «h*f^U^*o4jH*-&tf [Sonnenberg, A. 

ffib&U. a 4^ lttgf^ (jfiL^iffllia^*^- 1 , VCAM-ltlTfe 
*DSn*) £i|g<&U ^^0^«fflfl§Tb^L^JL^JP$n^> [Osbo 
r n e, L. Cell, 6 2 . 3, (1 9 9 0)]. lO^tttfc, T HJ 

[Humphr i es, M. J. e t a l . Ciba Foundati 
on S ymp o s i urn, 1 8 9 . 177, (1 9 9 5) ] . ty^D-til/ 
^^ffll/^iffttr^TH^nfcT-^iCi^T, a 4 3 1 h1&<DMM<D <J 

5ft&ty£*fc-r£#x.6>ftTV>S [Yednock, T. A. e t a 1 . N 
a t u r e , 3 5 6 . 6 3, ( 1 9 9 2) ;Podol sky, D. K. e t 



( 8 ) 



#^2002-501051 



_aj_. J. Clin. Invest. _9_2 , 373, (1 9 9 3). ; Ab r ah 
am, W. M. e t a 1 . J. Clin. Invest. 9 3 . 7 7 6, (1 
9 94)]. 

[0 0 0 7] 

a4tj3 70^aoT4i;M>f^U>H LPAM-lt*Sn [H 
olzmann, B&itAVe i s s m a n , I. EMBO J . _8_, 17 35 
, (1 9 8 9) ] , ^E-bTa 4 0 1 <OJ:?\Z, V C AM- 1 cfc«ktf:7^ Zf u*2 

^y\zm^-r^o &*>\za4&7\±* ma d cam- 1 ^^n^MM^^© 
mshm<D*—$>?\zMttz£^&znT^z&mftTizm€i-?2> [Be r 1 

i n, C. e t a 1 . Cell, 7 4 , 185, (1 9 9 3) ] . o4jS7i 

ma d cam- i t<Dm^m%^rz. timmkvfimv&fflm'emM'e&z 

[Yang, X-D. e t a 1 . PNAS, 9 1 . 1 2 6 0 4 (1 

9 9 4)]. 

[0 0 0 8] 

a 4 3 l&cfctf a4 3 7 &**\.*><D U #> Hfcftf^-rS^fcWirrs^^ 
KK?U©1S«ttv |3lJ£$nT^*. a4j8 1li, 7^^^>OLDV > I 
DA, tfciiREDV^yf KIB^K ^ct^VCAM- 1 OQ IDS PIBiRJSrfg 
§&T-5=k-5T?&D [Humphries, M. J. e t a 1 . , — 

a 4/3 7 liMA d CAM— lCLDTS^gfSltS [Briskin, M. J 
• e t a 1 . J . I mmu n o 1 . 1 5 6 . 719, (1996)]. ZLtlZ 

5> [C a r d a r e 1 1 i , P.M. e t a 1 J . B i 
o 1. Ch em. 2 6 9 . 18668, (1994) ;Sh.rof f, H. N. 
Bioorganic. Med. Chem. Let t. 6, 2495, (199 
6).;Vanders 1 ice, P. J. I mmu n o 1 . 15 8 . 17 10, 
(1 9 9 7) ] „ S/c> 7^^D^^5 1 >0a4j8 1^Slifi4*0i^7'5 1 



im5Iifcig$nT^5 [Ferguson, T. A. e t a 1 . PN 
A S _8_8 , 8072, (1991)]. 



( 9 ) 



#^2002-501051 



[0 0 0 9] 

So b*>>U -f >f^'J >7j 5 , J-o»iffitti)J;i;i©/>/\'-(: ! j;o 

[0010] 



[0011] 

tot, .*»fl0lO©1*ifcJ;.ntf, *M6I1 i£ (1) : 
[0 0 1 2] 



[0013] 



Mb 3] 




R 



(1) 



( 10 ) 



Lift, U>*-IWcttU>*-ST^O ; 

<0 ; - 

(CH 2 ) p L3 (RO q T&«9, d^TL2*J;U?L3«, ^m^ftit 
U >*— Ig^&KttU .>*-ST*0; P«Ot)L<«ItlT*0; qteM 

M«fcb<tt»tt©7;^;K -ori [u^t, Ri«7jcm^, ifctt^s 

Re, [HT, RettRd{d^ViT3fetC^»$nfc®OT*0, ^UTI^W^ 
fc^oTfect^] > -N0 2 , -CN, — COjR^'-SOjH, -S0 2 Rd 
. -OCO,-R«U -GONRdRe, — OCONR d R e , — CSNR d R e , —CO 
Rd, -N (Rd) CORe, — N (Rd) CSrV'-S0 2 N (Rd) (Re) , - 
N (Rd) S0 2 Re, — N (Rd) CONReRf [dCT, RntfcmM^ 
«^^^DTS^$tlfcii:^ ! foL,<«^OT^^;PaT$)-2)] , -N (Rd 
) CSNReRf, £fc«-N (Rd) SO 2 NReRi^f.ljRShsiTJ*0 
A 1 k*tt. ili*fcttM07^1/>iT<6t) ; 
mte, OSfcttltlTSO ; 

[0 0 14] 

1 ^±©+7;^^^#ST5i^«, iiltfttfc«y7^fl^t7-# 



( 11 ) 
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. ±-c<Dm* ©jwtfr*5 iix-tns ojB**t*r n t £*^-r 

[0 0 15] 

. (i) ©te^cs^T. #Ji/#>»©fSil*#*RK:wu *;w^>^x^^ 

«Sn«J:5f:. -C0 2 A1 k***5J:tf-CON (R4) ^tns. 
[0 0 16] 

#I£LT> -O-gffeKfJ-S-JI^ *fctt-C (O) -C (O) 

o-m. -c (s) -s (o) -as, -s (o) 2 -*, -n (r<) 

CON (R4) -OC (O) N (R4) -S/-CSN (R4) -g, — N 

(R4) CO-*, -N (R4) C (O) O-*, -N (R4) CS-i, -S ( 
O) N (R4) -m, -S (6) 2 N (R4) -g, -N (R4) S (O) - 
N~(R4) S (O) 2 -S> -N (R4) CON (R4) -g, -N (R4) CSN 
(R4) -N (R4) SON (R4) -g, Sfctt-N '(R4) S O z N (R4 

[0 0 17] 

>«tnct*«TtS. JWfcflltbT* -CH 2 - — CH (C Hp -C 
(CHj) 2 -> *S«tCX- (CH 2 ) 2 -*«t|fi»f6n*. 
[0 0 18] 

SC (i) o^%fc*5^SR3*5«tix/*fcttR4^ii[«Sfctt^fteDT;^;u 



( 12 ) 
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[0019] 

a; en <D4k-e>mz&tf2>A i kiwstcisi;T«ift$nfcigjteK«T*s 

[0 0 2 0] 
[0 0 2 1] 

, -CH 2 -i, -CH 2 CH r i« - (CH). CH,-«, -C (CH 3 ) 2 ~m 
s - (CH 2 ) 2 CH r i. -CH (CH 3 ) CH 2 -i, - (CH 2 ) 3 CH 2 ~i 
. -CH (CH,)- CH 2 CHj-«,.-CH 2 CH'(CHj) CH,-*, -C (C 
H 3 ) 2 CH 2 -i> - (CH 2 ) 4 CH 2 -i, - (CHj) 5 CH 2 -i, -CHC 
H-m. -CHCHCH 2 -i« -CH 2 CHCH-i, -CHCHCH 2 CH 2 - 
m> -CH 2 CHCHCH 2 -i> - (CH 2 ) 2 CHCH-1, -CC-«. -C 
CCH 2 -i> -C.H 2 CC-i> -CCCH 2 CH 2 -«H. -CH 2 CCCH 2 ~I 

„ ztziz- (ch 2 ) 2 cc-iwen5. mtytem&te. ±M<o&*(omz 

VTW&Zntz. -h<CH 2 -m. -CH 2 L<CH 2 -i, L< (CH 2 ) 2 -«, 
-CH 2 L4 (CH 2 )- 2 -i, - (CH 2 ) 2 L4CH 2 -H, -L< (CH 2 ) 3 -* 
. fecfctf- (CH 2 ) 2 L4 (CH 2 ) 2 -«W**tfSn*. Al kW:«fcoT^Sn 



( 13 ) 
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tgtfsn*. ii7$y»:(i -NHR4**5=fcoc-N (r<) 2 s^$n, 

CO R tmWft&T Cine»ttrai;^S}tttJ|^:oT*>«kVi. Alk"t«k 
_ oT*SttS«^©JU»=«K:tt, 1, 2. lfctt3O0/\ny>Hf 
■ ■fcioTttSiifc, 5fefcffi*$.nfc«rJ£<Z>«B, #I*J^ -CH 

(CF 3 ) -C (CF S ) 2 ~, -CH 2 CH (CF 3 ) -CH 2 C (CF 3 

) 2 -> -ch (CF 3 ) sscttf-c (CF 3 ) 2 cH 2 o^-ry©m^frf 6 

. [0 0 2 2] 

[0 0 2 3] 

[0 0 2 4] 

R'tioTSSns, ^StcjSi;Tfi*ft$nfc^-r-nJiglH^a£fctt, Rico 
ViT5tta2«SnfcjSOT*S*<«-^rOS*<$&fc, 1, 2, 3, £&te4O0D 

[0 0 2 5] 
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[0 0 2 6] 

Rmm&m. ^vmrn^rn. ^umm^m. ^.t^u^paiins:*© 

5>u^y^)im. i/*7W\*is)\,m. i/i7U*\zr=?)\s&. 2-^Dyf>-l 

— r;us, 2 ->-^p^>^>- i 3-y^o^>f>- i — mm 

-S7t«3-tfPU-;w tfnyyzjwi, tfou>j/>s, a-^r-uvus? 
^tJ-yusv vttv-)VT-)\, i, 3-s^-^y 

, ^t\/U-;w*, f7v"Jv-m tr^-;p 2-£fcte4-tf^ 
, tr^u^n^S. t^u^/>S> l, 4- ^e;w* 

'J-^i. : EMU;>S, 1, 4-^T-;^ fm*'J^ fcf^ 
7 i?- Jim, 1, 3, 5 - hU^TZi;i/S> (m«2H- 1, 3 

6H-1, 3-, 6H-1, 2-, 2H-1, 2-, ifc«4H-.l, 4- 
S> -fy^rU-^^WX, ^it^y^z:^ (fllxtf, 1,2,5 
2, 6-*+U-^7^— ;W », 3, 

[0 0 2 7] 

R«m^s:*, #jjib»s;x. ^di&sriSS, *fctt#'j^T-niB»a:*K 

#&L"5£>ffifttf>Bife£t;:«, R5fci«fcoT£Sns, 1. 2. 3, g=fc 



( 15 ) 
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JLJ-)V^) , — N (R4) j, -CN, -C02R4, -N0 2 > -CON (R4) 
2 , -CSN (R4) r -COR4, -CSN (R4) 2 , — N (R4) COR^ - 
N (R4) CSR4, -S0 2 N (R4) v -N (R4) S0 2 R4, — N (R4) C 
ON (R4) 2 , -N (R4) C SN (R4) % cfccfctf-N (R4) S 0 2 N (R4) 2 

[0 0 2 8] 

-M^lt. 1, 2> 3. ^fe«^n^±CD-L2 (CH 2 ) p L3 ( 

[0 0 2 9] . . . .. . . 

^ (1) (Z)^^H*3^T> SR'^diHe t ^t'Jft 

£*a3, 1, 2, 3, £tzte4^><D^Tnm : ?-%:^m-?Z>) — 

, ^\^n^#^s«, m-m^rzit-m^M^m^u^mmm^-r^ 
mm (c:n«, m/^, ^rzu^m^^^m^n^>. i. 2, 



( 16 ) 
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3> ^LtzfeA-DCD^T-uW^*^-?*) ^tns. -S^AfD^fMl: 

9~i 3 ma&^^PTf (cna, issua^ mnm.^ 
i^«£*ir?*>sis&sns, 1,2, ^fc^n^_ho^^pm^^^r 

[0 0 3 0] 

i/yjk -fvw/'j;k f77u;k < v^^/i^k tf77'j;p, 1. 2, 

3-hU7!/U;k 1. 2, 4-h'J77'JJk 1, 2, 3 -ttWTW ^ 
, 1, Z.^-^Wjyj^ 1, 2, 5-**tJ-5?7»yu;k 1, 3, 4 
-*^-iJ-5?7l/U;k 1. 3, 4-^T5?7»/— ;k hf »j V;k t! u a 5?— ;k- 
tfU^-;k tf^xjk 1. 3, 5-h'J7y^k 1. 2, 4-h'J7v 
— ;k 1, 2, 3-h'J7x-;k ^>77U;k [2, 3-i?kh*D] 

77>j;k ^>y^x-;k ^>7f>'j77'j;k -r>Fu;k -f y-r>Ku;u 

, ^>X<5^/U;k <5^y [l, 2 -a] tfUi^k ^>7?77UJk 

^>y*ityu;k ^>7f7-;k C3, 4-yth*D] ^>ytf^-;k * - 

^/U-;k t7f'Jy-Jk fcf'JF [3, 4-b] fcf'J^;k fcfUK [3, 2 

-b] tfUv;k fu F [4, 3-b] tfUv;k +yj-;k 

> rh77UJk 5, 6, 7, 8-rh7tFD^/U-Jk 5, 6, 7, 8- 
f^tHP^V + yj-Jk 5 ->*;i/ (WAH 7 i7 -»< 5 yJk 7 

[0 0 3 1] 

foIOtfX k 2, 3, Sfc«^nJ^±(75-L2 (CH 2 ) p L3 (Rc) q ^feU 
[0 0 3 2] 



( 17 ) 
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HB^ifcttS-L* (CH 2 ) p LR<\ -L2 (CH 2 ) p Rv -L 2 Rc v - (CH 
2 ) p Rc, :fc=fc^-Rc^ CdT, LA (CH 2 ).. p> L, &£ZfRc}3i 

±m-?mmi£titz £&<9T~foz>o ^o=t^&i^soiwjiin -l2ch 2 l 

2Rcg, — L 2 CH (CH 3 ) L3Rc», - L 2 (CH 2 ) 2 L3Rc^ -2CH 2 R 
'M. -L2CH (CH 3 ) Rcl, -L2 (CH 2 ) 2 R<^ -CH 2 Rc^ -CH 
(CH 3 ) Rc^, iScfclX- (CH 2 ) 2 R^%^n^>o 
[0 0 3 3] 

Ka^y^f ;k rHtfTyif £fcte-c (oh). (cf 3 ) 2 ) 
^^c^tvm^ mz.iz. a^tf^x^M c,. 6 7i^;^t _(« 

7i^^ (0U*J& -CF 3 , -CHF 2 , -CH 2 F) ADC H 7;Pn + y 
-OCF s ; "-OCHF,. -OCH 2 F)"S/C H 7^7Sy ( 
/^Sy^cSlWSy) *, 757 (— NH 2 ) 757 

c H 7m (wah 75;^fMfcii75yx^) c^tju^f 

)VT$./ WZ.\i£* y^f^7S J ittty*xf>75y) c,_ 6 7"^;p 

/C|.,7M;|/ (0»J*Ji, yXWS/ifJW 75/C H 7^3+y 
75/Xh^y) S, C H 7;i/^75y C,_ 6 T;H3**> (#|*J£ 
> /^7$yxh + y) C H y7;Wl/75 7 C,_ 6 T,»H3=^> (0tj*j£ 
. y/W$;ih^y. ylW5/lh+y> -f V 7° o \Z)V7 5 7 X> 



( 18 ) 
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Sfctty^wsyyo^y) & % -hum. yyys, T$i?;& 
s th'D^ (-oh) [hc (O) -] #;M^5/;i/ (- 

co 2 H) -co 2 r>2*,. c,_ 6 t;^/<;p w*-ii* t±^m 7 

(-SH) ttCi H 7)V*JV-(WM*^tt*7)\,&it\&?-*x.?- 

M (-SO3H) c,_ 6 7;w^;ux;u^-;u w*.\S* ^ 

H^;K7i;x;top (-so 2 nh 2 ) a, c H 7^;i/7sy^ 

!/pjfcx;i, ^f;i/7S ^M-^Sfcftxf^j^ y ^MzJW « 

(-CONH 2 ) C^T^/PT^y*^-^ (tflAfcf. pt^;U75 

^x;u (0y*.tf, ^7$ y *M-MfcH->*x^7 5 y 

S,. 7$ y c,. 6 7;W7$ y rs/xwsyM 

C H y7M;P7S 7 C H 7M^75 y mtu** 
^x^75yi^75y*Mx;W 75y*;^x;i/75y«, c,_ 

s 7**;i/75y*M-^75y ^f^75y*M^75yj 
fettx^T^y^^xL^T^y) c,. 6 y7JW!/75y*;^x;i/7 

^7$y) c H 7J^7= y ijj^^c,. 6 7^7s y 
yw5y*Mx;MW5y) s. 75yf^;^^7$y*. c 
,. 6 7j^;i/7syf^j^xjV75y (MAtf, yw5y?t*;i/#- 
^7S7tfc«x5 1 ji/7$yf^;^x;v75y) a, c^^t^^ts 
y^ts)v-^~)V7^y -yywsy^^x^sy 
y*xf ^75 y f t*;^xi7S )') X, c 1 . 6 7j^7$y?t*j^ 
;kc,. 6 7;wi/75y (#1*^ x^;i/7 5 y^jto^wsy) 
c H 7^xMxji/7$y (fciAtf, yfj^;^x^7 5yt/ift 
ifM;i/*-;i/75y) *, c^jt )V^)V-7s)v^-)V7 ^ j m*-\*s i> 

^^)^)^-JV7S.y^fz\t^Ji^)V7,JV7iK~j] / 7S.y) s> 7$yx;^x 

^7$y (-nhso 2 nh 2 ) s, c,_ 6 x;wu75 y Tji^xjura y (#j 
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T^yy-tz^rs/) c,_ 6 ^T;wuTsy c^T^y-ours y ( 
fli^tf, ->*y^;i/T5yTiz^;i,75y) c N 7My^^7$y c H 7 
7t^75y^f;w c 1 _ 6 T;^y-<;ix7 5y c,. 6 t 
;>*;i/7sy 7th7Sh*x^7$y) c } _ 6 7 juu^^tui 

^-^75y y s+y*M-ji/7$y, ih+y*;^-^7sy 

[0 0 3 4] 

_ He t ^.toT^Sns^^D^SftiaSJifcSFft-rsejftOMIftSttt. 

CldT. R6tt-R6>^fett-A 1 k3 (R6a) B T&~9, R««te/\ny>JK 
^ Sfctt75/ (— NH 2 ) . Bft75y, "h^ y7y, 7$yA tF 
□ (-OH) , litFD+y;K (-co 2 H 
) , JLX^)Wkt>Jl#3ris)l. ^—)\ (-sh) . ;k -COR' 

CCCT, R'tt-A 1 k3 (R6a) ^ TU-;K ^d^rD7U-;Ht* 
£>] , — C S R 7 , -SO3H, -S0 2 R', -S0 2 NH 2> -SOjNHR'. S 
0,N (R7) 2 . -CONH r -SCNH 2< -CONHR', -CSNHR4. 
-CON [R7] v -CSN (R7) 2% -N (R4) S0 2 R7, — N (SO z R7 
) 2 , — NH (R4) S0 2 NH r -N (R4) S0 2 NHR7, -N (R4) S O z 
N (R7) 2V — N (R4) CORA — N (R4) CON (R7) r -N (R4) C 
SN (R7) 2 , -N (R4) CSR7, -N (R4) C (O) OR', - S 0 2 NH 
ef [ddT, -NHe ti(l 1 ^>SX±<Dttl<7)-0- L < te- S -1^. £ 
fc«-N (R4) -C (O) t>U<tt-C (S) -SS^iCJSDT^ 
tt5, ^SII^i;Tli$nfcC 5 .,yi7D75yST*l.] , — C ONH e 
t i, -CSNHeti. -N (R4) S 0 2 NH e t 1 , -N (R4) CONHet 
K -N (R4) CSNHe t i, -SO z N (R<) He t* [;:T. He t Ht 
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„ lOJBUiO-O-fcbCtt-S-Iir?, $fctt-N (R4) -C (O) - 

&tt\t-c (s> -i^Mt:^ct^ft5> >&mzfoVTW&-znrzmmi£. 

C s _ i mmm&&~C&2>l , -CON (R4) He t2, -CSN (R4) HeJ.V . 
> — N (R4) CON (R4) Het2, -N (R4) CSN (R4) He t 7U 
-;K St«AfD7'J-^ST*r) : a i kstt. lft«|*fc»4»tt© C^T"^ 
3rP>, C 2 _ 6 7;i^^I/>, feb<«C 2 _ 6 T;i/^-Ix>^T2&0, ^Sf-fSD 
T, 1\ 2, Sfcfl3OO-0-fcL<tt-S-If > Sfett-S (O) „ [d 
uT, n«S«fel £fctt2T&5] . feb<«-N (R8) -g [ddTR***, 

«rtte#«Eb ; flTmd ' O^fcttSERl, 2, feL<tt3T*?». 200R 
[0 0 3 5] 

- S-A 1 k3 (R6a) B tc*5ViT, mJ&*SBfifc 1 , 2, tfttt3T*5i^, 
» («»Sfctt^»)-:R6att, -Al k3K43ttStt*©*«fc&*JK^±:KS s 
ffiT * £ £ £*T # £ £ £ *<3# £ ft * . 1^^<0R 6"«ife* 3 * 

a 

[0 0 3 6] 

[0 0 3 7] 
[0 0 3 8] 
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-OR', *5liU. -SR7SfcL<«-SC (=NH) NH 2 S^fifS^ 
tO 0 3 9] 

nfcc,_ 8 T;^;ws x^;w*, n-ynt^ -i—y* 

[0 0 4 03 

>, X5 1 l/> > n-yptTU>, i-7"Dt:i/X n-y^U>", i -7?-U> 
. s-y'^u>: t-y^u>. xr'i/X 2 2-^xi/ 

>, 3-7'f-UX X^— U>> 2-7°DHzl/X 2 1/>, 
3-7>Zl/>i^i'tf5Ct^Tf, ^fl^DT, 1.2, &rz\$3-D<D 

-o-bv<i$-s-m?. *fc«-s (o) -s (o) 2 -, tb<«- 

N (R8) *-tf««rtfc*oTt>J:H. 
[0 0 4 1] 
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[0 0 4 2] 
[0 0 4 3] 

-NHe t'^tt-He t WmmmR*(D^ft$:Mf$.TZ>m&, &*\Z. M 

» ^ktcy-^k ?«;w*u=. ;k tf^uv^k tfcftf77'J^;nt 

SSfcU He t»tl. MI^UTSiSnfcy^ 
□ ^>f DA^^HTfeoTfeJ:^. -NH e t 'ifeB-He 

[0 0 44] 

;k n-7o^k i-"fu\d)V. n-Zf?-)l. tttet-Zf^M S, j^Sfc 

)V^^C^7,)V^r)V^^r W*-\** tDVttis 2 -#;k^-> 
tt, ^h^yjfcftll^x) th-D+yC H 7^3^y 2- 

tFo+yi^y) ^st«i;7:i«i$nfc7x;^k wp^tti/ 

Xl^-> (0iJxJi, y^DA^M+y) , /\DC H 7;l/^ (011*. fcf* HJ 
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57 (-NH 2 ) 75/Q,. 6 7J^ (MZ.lt* 757 j^fctt75 J 
757) S> C,. 6 7J^J1'75 ; €j. 6 7>i|/+Jl/ (f«J^H lfJi/75/X^ 

) c^Tj^Jim; c,_ 6 t;^;p yif;i/7 = ;xf;w 

75yC H 7^n^-> (W^.tf, 7S;xh + -» C H 7^75. 

/C,_ 6 7;PD^5> (fclAtf, y^fj|/7$yib^y, yxws;xh + 

'fyyaWSyxh^y, ^div^^75/ya^y) X, 
MS HfeL<ttt7^M5 h'. (m.ll 1. 8 -i-yfJM 5 

K) S,--hDS, ^7^$, 75y/l, tFo^y^ (-OH) zt^I/iS 
;i/ [HC (O) -]'.'&, iJfrtttsJV (-COjH) S; -C0 2 A1 k<S [A 

i k<tt±a5TS«$nsji03- , c H 7;w;^/p x-fe^yu) ai, 

(#J*J£, ^^^Sfctt^X^SH/) 36, — S C (=NH) NH 2 S> 

x;i/5jsx;v (-SO3H) c x .{7)V^r)y^)^-)v 

(-so 2 nh 2 ) , c,. 6 7;p^75/x;^x;v (#J;U£, ^ws/t. 
j^xiPSfcttx?;^ s y x;^x;i/) c N y7W7$/^^x 
;u (09*.wr, y/W5 y^;p*-^tfctt>?xfji/7 5 ;x)ifc-)U) 
7ix;i/75yx;i/*xjn > *M^s h (-conh 2 ) s. <:,_ 6 t;u^ 
;i/75y*Mx^ ^^^sy^Mx^^fcttx^^sy*^ 

*Kx;i/) C l . 6 y7^;P75y*Mxj|/ (flIAtf, ^^75^*^ 

^xji/Sfcttyx^75 y *Mx;i/) 7syc H 7;^7$y*^ 
^x;u (fjAH 7$yx^75y*Mx;w m. c,. 6 i?7^7$y 
c,. 6 7J^^75y*Mx;i/ >?x^7$yx^75y*M 
x;i/) & 75y*;^xji/75yi« c H 7M;i/75y*Mxj|/7=y 
(0y*.tf» /^7=y*;^x;i/7 5y Sfc^xf ;V7 s y * j^x^7 5 y 
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#^Jl/7 5 / ^fettv Xf j|/7 5 y * - ;i/7 5 7 ) X, C,_ 6 7;WPTi= 
5 7) 75yf^M-^75/S, C H 7M;P7$yft*J^ 
*M-j>7$y) C H y7M^7S/f^M-Jl,75y (flIAtf 

, y^?;P75 y ft^Mn;i/7^ y £ fctt^x^T.^ 7 ^ts)V^-)VT 

5y)'i» C H 7M^7 5 y ? H 7 JW7 5 y (fllfcfcf/ 

xfji/7$yft*^-;M5 1 ^75y) & -conhc (=nh) nh 2 

i^;i/*x^75y) c x .^J7)V^-)V7,)V^-)vt^j wx\s~ *j 

^$nfc7 ix;i/x;^-^7 s y , 7 $ y xjv«7 $ y (-nhso 2 n 
h 2 ) c H 7;^>i/75-y7;^-ji/75y (iiH yfji/75y^M 

X ^757Sfc«X?^7Syx;^- ;P7$y) C H y7M^7 5y 
Z^*x;P7-57 -(MAH yyfJl/75 7 7Jl/*x;UT$ 7 £/r«:7x^;U7 
S7X;1/a|n-;WT5 7) ^CJSDTilftSnfc^^'J >7^*x;i/75 

7£fc« : t;wj >xjp*x;i/C H 7;i/+;i/75yi. ^sc^utiiisn 

fc7xX;i/757XMXjl/7SyS» C x _ 6 7)Vt> 7 (tflAfcf, 7 

twsy) 7$yc N 7^y<^7sy mz.t£* 7$y7t^ 
7$y) £. c 1 _ 6 ^T7i/^;i/T5 7C,_ 6 T;^7-r;uT5 7 (fdAtf. -^7^ 
;i/7$y7tf^757) s> c H 7;^y<^75yc H 7;^ (M?li£ 
, 7-fe^;U7$.7 73 L ;u) s, c,. 6 7M yi-;P75 y c H 7;^^75 y ( 

0U*«» 7iz h75 KX^;UT5 7) C,. 6 7;i/3^y*^-;i/7 5y ( 
MZ.IX. yh + y*Mx^7$y« Xh^y*Mx^75y, Sifctet:-:/ 

tr u y-h*-x f7 > yjjvyh+ ->a, ^ > sw':**- yM^jsys 

, ^>v?M+->AMx;i/7$ y C H 7M;i/ ^>>>)U*iFzst) 

Mx^75yxfji.) ^>>>;i^^> tf | j> 5 ^75 L ;u5 1 ^-, kfctt^TV 
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tO 0 4 5] 

[0 0 4 6] 
[0 0 4 7] 
[0 0 4 8] 
[0 0 4 9] 

% (0u*j*\ *?>7>)i>*>wtm., ^&>x)\'*>m]&. *fctt<y^^->B?ta 
mgL yntt>wm* i7J^>m^> y^)vmm. -?n>mm. 

[0 0 5 0] 
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[0 0 5 1] 

mm^m^ ^mt^m^ £ n & . 

[0 0 5 2] 

£fgBJ<Dfc£-#l<DR«. $?£L<«-C0 2 H«T$>£>. 
[ 0 0 5 3 3" 

[0 0 5 43 

it (1) 0^tK3*^?)A 1 k2«, $fSL<«-CH 2 -mT$.«9, ^LT 

[0 0 5 53 
[0 0 5 63 
[0 0 5 73 

^BJ^b^^cBViT, - (AlkO r (LO s tt, ffSKIJ- 
CH 2 0-> -S0 2 NH-. -C (O) O-. £fcte-CON (R4) -X~$>9 
, £HC-CONH-T&£. . 
[0 0 5 83 

ntc^wm&&fzfc^Tn^mwi%~?&z>° z\nz<D? ^ 7<Dmzmmt<zmzte 

. g&g7W£E-r£^Kte, ±IS(DilD, M^Sfc«S-L 2 (CH 2 ) 

p L3 (Rc) g T*^t)©^tSn2.„ £-*£>®J&S«, {i^(DfiJffi«Jtg^^m 

j^?, £rztemmm.^izw&-?z>z\twTZz>o 



( 27 ) 



#^2002-501051 



[0 0 5 9] 

5$ (i) (Dit&mz&tf&He t iz^^Tgtzn&^u^mmmz, n^v 

•^co^^nM^^^wr^. xmrn s n/c c 3 _ 5 j^s^t- □ j?mm 

*5ctr/tfu^;ws^sn^o He t fc.fcoT^snsttKWJBfc^nsgrSJ*! 
sictt, -Mn^UTgftsnfc 3 - s/c«4 - tr y #t 2 -tyii 
$n^3 -t>L< «4- tru>>;k ££«2, 6-> ? ei^$n^3- ! bu<^4 

Z>o .... .. 

[0 0 6 0] 

^m\Z^^\zmmUit^m(D^=>7s\^ it (la) : 
[0 0 6 1] 

[ft 4] 




[0 0 6 2] 

^±IBT-«S:69tC#^^$n^®OCD-L2 (CH 2 ) p L3 (RC) q IC«/cte 

STabO ; fLTA 1 k>, r , L', s , R»» Rt>, iJ.t^He t it. Jhf2 

[0 0 6 3] 
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o 

[0 0 6 4] _ 

& (la) (Diktrmz&^T, - (AlkO r (LO s -«, 
-CHjO-SSfttt-CON (R4) -*T$>0, *'bTl*t-CONH 
H e t it, ft&VKiZ&mzmCTm&ZntzVn U;p», £7cte 

[0 0 6 5] 

5£ (la) O^K^ffltefc-^teU Het#, 2-^/g&£n£:3-feU< 

*^«2, 6->?«iftsnfc3-fe-b<«4-tru> f ;i/3ifl!) 

[0 0 6 6] 

5£ (l a) Ote^fcl&UT* R 9 ^fe«RJ0<7)^-5.Ojt^^JAti7K*^ 
T&D, fifi75#S&SL2 (CH 2 ) p L3 (Rc) - q fr-5Jlt3&«T€r* (CuT« 

^*-L2 (CHj) p L3 (Rc) q (Rcit±m^m^n^LtoO) T£>3„ # 

F 3 , -OH, -CN> -NO,, -NH 2 , -NHCH 2 , — N (CH 3 ) 2 . -C 
OCH 3> -SCH 3> -C0 2 H, Sfcfi-COjCHji^Sns. 
[0 0 6 7] 

2-9-* (S-2, K^->7ai-;w -;n^y-r ;u- (N-2, 6->? 

^7 □D^>>/-f^) - L - 4 - 75 y 7x~;i/77-> ; 
2~9 t 3- (s-2, h^«>7i-;W (N-2, 6.-/ 

i7PD^>^;i/) -L-4-7$/7x-)l/77->; 

N- (3, 5 -v^DO-4- trn U;U) — N* - (3,:.5-y^DD-4-7 
5/7xZJ|/77->; 

n — (2 Do-3fy<jk) — n ' - (3, 5 4 - tr u u;u) 
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-L-4-75y7i^77->; 

O- (2, 6-y^DD^>yJW -N- (4 -7tt)V- 1 , 2, 5 - h U * 
3 -fcfn<;i/) -L-'5=-oS>> ; 

(n' -3, y-zi^y-r^) -n- { ( \_z-w-j>- 

;u] ^^-) -r yr^?y<jH -l-4-7s/7iz;vt7->; 

N- 1, 2, 5- KU^^U- 1 H- tf D-;P- 3 

>U) -N' - (3, 5-> J ^DP-4-hf=iU;U) -L-4-75y7iCjl,7 

^ne>tf>i&> ^fn^j, 7K*n^ ^J^N-^v- 
[0 0 6 8] 

it£m^<DW&-?frm-?z>m*>\^ *wmw^£iT\zmm<Dnffimizmmzn 

a) (Dik-smo^viz, *mw<D&j£(D<t'&mz&^T. it&mizmi\\zm$iw 
tea 4 8 iMmm~c&z> 0 . 

[0 0 6 9] 

■5 ft^ffl £ (D =fc -5 £ fz te|5£* £ ^fi-r £ fz 56 Eflq'o 0)$^ CD Tz £> 
[0070] 

BWi&$irz\Zgrj£.mW30k (polydermat omy o sitis)). 
[0071]- 

4snTfe±K -c-LT*5e^©$ s&*i»»fc.fcftfcr, s£ (i 
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[0 0 7 2] 
[0 0 7 3] 

„ IS-a-^J -eyfyikm (pregelatinlsed) h^ain 

->^>y>, #U tf— ;Hf D'J Sftttt Ko+i/^D^Mf ^tJVo- 

>"}A) ; f^J (^fl 7f7U >i7^yOA, ?)V>7. ^fciJv'U*) 

tz ummm \z * t> l < teia t* t * ;p t «tj& $ n s & ttt 
•pTpm^nTfecb^o wawbtt^fc, sefcau *s«fcwiftsy 

[0 0 7 4] : 
[0 0 7 5] 
[0 0 7 6] 
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mrar* ^7X7>yjw *7t««igcfflft^g§ ^77/h7jw -est 

at^ffi ornate, ?stt^fctt7Kttt*t:^;i/^4Dtts!^® 

[0 0 7 7] 

xh^\ ^(D^t^m^mmsmt.. mm\z^-o-c^tz\t.m^&.m\z^-o 

[0 0 7 8] 

m^%ctttz\-$.®LX\z&z>®L5.(Dtztb\z. *?£w-ctiim-?z>ik&mz. 

□□f077^Di^>, -mtrnm. 3Lrz\zmv>mw£Xx$>i,<\ztfx<D 
m&m zmmLT. imfemx<Dtz&<DJLTuV)i7,7u-(Dm&<Dfcm-e. s 

[0 0 7 9] 

^stttf^r ^^>it— ^/w^'t'tcffitt-rs c: t^Tf^rs. /ty ^ 

[0 0 8 0] 

1 B>B*»4, ftPtt-^fe-K te«l£^Ktn>TttiKj 1 00ng/kg~100m 
g/kg, 0!l;U*, *50. 0 1mg/kg~40mg/kgM. 
■^Tttftl Ong/kg-5 Omg/kg#i> 

L<te#X&AtC=fc£.&-^-^Tte v 0 . 0 5mg~fil 0 0 0mg, #J*_ 
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0 . 5mg~|*) 10 0 OmgO^lit^^t^Tt?.. 
[0 0 8 1] 

S. £TF©yn iz*<£> !Ei$K:&^T, IB-^R. Ri~R3, ri 4 Ri\ A 1 



d t sr^s t r - <h * . mm <D&m&#mmtotenm%& \z £ o mm £ n 

Tfc=fc</> [0iJx;^ Green, T. W. [Protective Group 
s in Organic Synthesis] , John Wj le y*5<t 
^Sons, 19 9 l&mmozt] . &£>^§£-l-«u 5£ (1) Ofb^CD^JEK. 

igtcfc^yn-t^^ c © «fc -5 ^§lSoiS n 1 3&«s» $ n s ^ # -c & 

[0 0 8 2] 

«£oT v 2|5:«i3o$e)j5:*#«»c«tntf. (i) (Dit&mz* 5£ (2) : 

[0 0 8 3] 

[ft 5 ] 




R 1 (Alk 1 WL 1 )s-- f ^-(Al^n 

*/ OfR 2 )— N(R 3 )COHet 

R* J 



CO2R 11 
(2) 

[0 0 8 4] 

<DJL7>?r)V(Dlm7kftffilZ£^T'&ZZ.LW?&Z> e lilt, R'HiT^M^l^T 
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[0 0 8 5] 

[0 0 8 6] 

5* (2) CDXXtMW^ 5t (3) : 
[0 0 8 7] 

R* 

R 1 (Alk 1 )XL 1 ) s — f V-CAlk 2 ), 



m 



{ CfR^NHR 3 
R* | 

CO2R 11 



(3) 



[0 0 8 8] 

) : 

[0 0 8 9] 

Mb 7 ] 

HetC0 2 H (4) 

[0 0 9 0] 
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[0 0 9 1] 
[0 0 9 2] 

JfcCT. }- >J x^;i/7 5 >> h:U> 7 >> 3S»U7 5 / fcfU>>>fc:£©7 

[0 0 9 3] 

^ (4) co^^$n^>^, Kmzzziz. m&m w%.\*> i- o- 

isit&m M%.\& 1 - 1 h' P=^ y^> 1 7 h U 7 > /-Mt'©N - k h'D+ y h 
U7V-;W tz£<DM!&(DW&l : T^ tfoTfect^c fe^VHi, i£ (3) 

[0 0 9 4] 

it (2) , (3) , 43cfctf (4) (D*mfa. (1) CD^%tt, 

teams, 7;i^;wb^jfc> 7U-;Hbs^, ^r-nru— ;wbR*&. 7~>;Hb 
fcfo. ttTz/JWkJxiJfc. /\py>-fbSfS, x;u*x;wb^Jft, xhnft£j&. 
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CffiiSns. ^6^SR' (AlkO r (LO s -<D£j£t'|lS3SbTf2ite£ 
[0 0 9 5] 

fi£oT, 100«KI*5^T, R' (AlkO r (LO s -*t-LiHST*S<b 
^S&tt* tt^Ri (AlkO r XMlT, T)V*M£. TU-;Wb, £fcfct 

y)l^-u^^jVX)V^ JV^t^) S<b K tt7 'J-M^zjl/t+v' (^JtI 
[0 0 9 6]- 

oh>i4^{c:feuT, mmm. mx\z. mmtDv^^vKitmrntiv^A 

) . TVl/H^F (0»J*.fc£» *'J7At-7h+^) . C'0UiL 
[0 0 9 7] 

giJ<0^MflB«fc:43i>T, Ri (AlkO r (LO s ifi- L iHS^fctt**®^ 

iSfctt^TS^MfcK.fcoT (0U*.^ K&R' (A 1 kO r L'X [HCT, L 
Ui-C (O) C (S) -N. (RO C (O) SfcttN (RO C ( 
S) -£] t(DS^tCJ:oX) , $>Z>WZ. #J*.WLtfEa>5£ (2) OI7f;KD 
WSfcC^TSBttStlSilO©, Ri (AlkO r CO z H, Ri (A lk) 4 CO 
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[0 0 9 8] 

ilIi§0li©#STT. StaiRi (AlkO r (LO Ha 1 [dCTLi - 
«-S (O) -^fctt-S0 2 -T*t), ^ITHalttSi^i^Aoy* 
>HC^T&£] tOS^iaS, Ri (Al kO r (LO s J&*-OH*-C&-2>fl^ 

[0 0 9 9] 

giJ(D^J(3*5^T. Ri (AlkO r (LO s tf*-L>H£T**'ft'&«5fci. *X 

**L*£ tt * IA 1 k«OH«i:*y7 p U>^$n, R> (AlkO T 0-m&^ 
[0100] 

S&feifclKlisHT*. 5£ (1) ©<k^tr*3^SXX^;U*-C0 2 R4^fc« 
-C0 2 A 1 k4«; *R4^fc«A 1 k^teftfCjftCTv ^M^lrtlTK^jlil^^ 
te&g^&fi&DTk^KcfcO. *fJ&T£& C-C0 2 H] \Z^mZtLT%£l,K 

[0101] 

fg2<D#|H;}D^T, it (1) tfHb£^£>-OR7 [CCTR^tt. 

. ttfo-?Z>T)ln—)V-OH\zWW\-$-Z>Z\ 
[0 10 2] 

7;n3-;w [-oh] miz^fz. i^ffl^^ifi~a^^T\ ^y>^-^7 
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m^<D3mfc±<D/^wj±<D£ o t£&m«m&mm it. o c h 2 

, U5 1 ^AT;i/5^'>A7K*'fb^ ! bb<«*^b^^m-^hU^A) MIT 
, MtSXXril/ C-C0 2 A l kt=&b<ttC0 2 R4] , SfcttJjPfkH C 
-CHO] ^TCfdcfcoT^bTfectVi. 
[0103] 

JB'JOW»C*5liT, (1) ©MCD7^-;P-OHitt, > (00 

O R 3* \z%mt % Z. £. ifi-V * * c 
[0 10 4] 

it (1) ©ft^ftCTSy^Mzjl/TSV [-NHSOjNHj] *«, S'J<D 

±#ai iiss) tfu>?>3fe^©^r«ttB»©#aE 

TWi6t57 5> [— NH 2 ] tX;P7 7 5 HtCS^IIioT^Ci:^ 
[0 10 5] 

££>&30»lk::fcUT\ 7S> (-NH,) HHiftKT, 

h u ^a t> b < / i^mt-fctm-y b u ^a> sftjA-rsaTcttTvi^wt 

[0 10 6] 

S^fcSWd&^T, it (1) OflS^»075>-[-NH 2 ] MMUm 
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[0 10 7] 

&\<DMlzte\,*x. -Kp [-N0 2 ] Stt, x-^JU mm. Th7th*o 

&tzizT)un-)\, mm. *?;-)v) tnzomm*-?, &mmm 
^M^tt7j<^b{'=t o, mmt££<Dm<Dft&T-r:<D&m mm* * 

[0108] 

ct^o lot, y/f;|/*M75 K£:fcm^r!l<h bTi£ 

h* £ $J £ U T{£ffl T £ £ £ K =fc o AT £ C £ £*T ^ 5 0 
[0 10 9] 

m^mmmiz^x. *mw<Dit&w<Dmmm.T\z. mm. u>tj-sl 
nz&&-?z>m£>. mmumzx, /\wr>itmt7km mm. vzuu^z 
» te£(D7Ffei±mm*T\ uvttism mm. 

[0 1 10] 

5£ (3) *5«fcZJC (4) Off^, Ri (A l kO r X, Ri (A 1 k') r LiX 
, Ri (A 1 kO r C0 2 H, RiOH, *5cfc^R«Al k'OHH V *> 2^31 

m~rz>z\iiiz£-oi:. tzzmz/ %v<\*. iaa kt©^^©^ 
iz&^T^m&vffimiz-D^Tmzmmzn&bcDmc), r;wwk T~»wt 

[0111] 
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5£ (1) ©MON-t^yF(t M?ilZ. #^4> 7 0"C~8 0 

[0112] 

^ (i) (Dit&momz. a; (i) <Dtt&m&* m^umm^tzitmwm^m 

MZ-it* &mmm WX.lt* Vjl^)Vjl—^)VU i'©x-r;W » £fc«7;i<: 
[Oil 3] 

[Oil 4] 
[0 115] 

_hlE©yo-fe7.© lOH^o^Tal^O^^^^ifr^^^-r^Clir^ck 
[0 116] 

Ufc : 
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EDC - 1- (3-^^^T5/yohf;W 3-IfM#^iF; 
DMF - y^fWATS H ; 
HOB T - 1 -t FD + y^>yh'J7y- ;i/ ;. 
TFA - hU7Ma^; 
DCM - Wuu*$>\ 
BOC - t e r t - 7 b*z/±) ; 
Me OH - - • • 

tyr - 5 1 d$/> ; 
He t-A r - Afoj'J-JI' ; 

thiopro - ft^o i)> ;' ; 
Me - 

DMSO - ; 
THF - fh7tHD77> ; 
NMM — N — ^ ^W^E^tJn ij > ; 
Ph - 7jl-)V ; 
EtOAc - p^X^;P ; 
LDA - '''J?7A^y7'Dh:^7SH 
A r - 7'J ; 
pyr - tfijy*>; 
B u - ZT^)V ; 
a p p - T/^U> K 
[0 117] 
£M£ 1 

2-^DD- 3^->>f;p-0- (2. 6-y^DD^>-/JM - L - ^ □ -> > 

O- (2, 6-yi7DOW;W-L-fQy> ^T-JlX-X^-JimMM. ( 
1 . 1 lg, 2. 8 4mmo 1 ) , 2 -^dozd?>1 (0. 4 5 g> 2. 8 
4mmo 1 )\ EDC (0. 60g, 3. 1 3mmo 1) > HOBT (0. 46 
3. 4 lmmo 1 , fei^NMM (0. 4 6 7ml, 0. 4 3g, 4. 26 
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mmol) ©D CM (2 5ml) m&&. ^fflT 2 4B#raJt#bfc. S^S^* 
fe, D CM (50ml) tl 0%NaHCO 3 M (30ml) £T#IEL/to 

(1. 14 g, 8 1%) *mtz» 6H (CDC 1 3 ) 8. 4 6 (1H. dd, 1 
2. 0, 4. 7 Hz) ,8.05 (1H. dd, I 2. 0. 7. 6 Hz) . 
7. 34 (2H, m) , 7. 2 5 (2H, m) , 7. 11 (2H, m) . 6 . 9 
6 (3H, m) « 5. 24 (2H V s) v 5. 06 (lH.m). 3. 80 (3 
H> s) , *3«fcOt3. 24 (2H, m) . ■ 
[0 118] 

(S-2. 5 h*i/73L-)l) — J^y-<;i/-0- (2 . 6- 

O- (2, 6-y^DP^>yJl/) -L-^P5» pWl/XT.^l'tg^^ ( 
0. 78g, 2/ Oramol ) > ED C (0. 4 2g, 2. 2mmo 1 ) , HO 
BT (0. 32g, 2. 4mmo 1 ) % &cfctfNMM (0. 55ml, 0. 50 
g> 5. Ommol) ODMF. (10ml) ^ 2-^ (2, 5-zS*b 
* s s7x.—)V) -U^>m (0. 5 8g, 2. Ommo 1 ) ©DMF (2m 1 ) 
SITl '6Hlim»l/fc. m^l^TT^SL, gS'SEfcE t O 
Ac (5 0ml) ilOXttft (25ml) t^lfc. 1 
0%NaHCO 3 M (30ml) WlVMgSO^i^ 
Tm*U n&CD*-! JU&mfr. ^□^h^y-f- (S i 0 2 ; E 

tOAcAW> 1:1) t'=toT»i3t> (1. 1 

4 g, 86%) £*#Jt. 6 H (CDC 1 3 ) . 8 . 3 9 (1H. dd, I 1 . 9 
, 4. 7Hz), 7. 85 (1H. dd, 1 1. 9. 7. 7Hz) > 7. 47 
(1H, d, I 7. 6HJ.z) . 7. 37-6. 81 (11H. m) , 5. 1 
8 (2H> s) , 5. 09 (1H, m)-, 3. 78 (6H, s ) , 3. 53 (3 
H, s) , *5«fctf3. 2 5 (2H, m) . 
[0 119] 
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■EBIft: 3 

2- tM-Jh-n^J^JU-O- (2. &- s Ji7UU^>^)V) -L-5PP 

O- (2, 6-^dd^>^W -L-^p~>> ^fjUXfiHil ( 
2. 5 0g, 6. 4mmol) , (0. 99g. 6. 

4mm o 1 ) , *«fc#NMM (1. 41ml, 1. 2 9 g, 12. 8mmo 1 ) 
©DMF (1 0m l) mm*. MT6 4RPM«»bfc. iWfc*JI&TT|Jfc£L, 
, 8SSDCM (3 0ml) (2 5ml) tT^BBbfc. 7KJ1&DCM 

(3 0ml) TiHJb, -eLT^t)tfc^I$ 1 0%NaHCO 3 i^ (3 0 
ml) T«£i*U MgS0 4 T?$£*&£-t!\ X^TTM^iSU, 3fce©*--f;P 
^^D?h^77>f- (S i O z ; SJEJgFtti, 4 : 1 EtOAc 
A*t>-10 0XEtOAc) CioTSfib. atfefeflS© gfiUT^<fe (2 
- 9 2 g, 9 3%) £#fc 0 6H (CDC1 3 ) 8. 71 (lH. dd, I 1 
. 8,7. 6 Hz) , 8. 0 5 (1H, s) , 7. 6 1 ( 1 H, dd, I 1. 
8, 6. 1Hz) , 7. 3 5 (2H. m) . 7. 3 3-7. 19 (2H, m) , 
6. 9 4 (2H, cU J_ 8. 7 Hz) , 5. 2 2 (2H, s) , 4. 9 7 (1 
H, m) , 3. 7 4 (3H. s) , &cfctf3. 2 1 (2H. m) „ 
[0 12 0] 

2-9-* (S-4-fcf J U -JU) - j^y-Y^-O- (2. 6-^PO^> 

'PUSH* 3 (0. 50g, 1. Ommo 1) *5«fcCX4-tT3U;P ^n«J KtftBfe 
% (0. 17g, 1. Ommol) (ODCM (10ml) ^ 1, 8-i?7 
*r\il/>7U [5. 4. 0] -X> (0. 3 1ml, 0. 3 1 g, 2 

. Ommol) TlUll/, MT5B#ra8H^Lfc. £lft#j£, *tDCMtT»^ 
BBU &mm&ftm\s. MgS0 4 t«Jt, »«E€:JI2STT?lffc3cU Hfi© 
P'ASrftfcc ^nS^D?Nif77>f- (S i 0 2 , EtOAc) (Ccfc^T*St§3 
U »«t6©B#£f»fc. :MEtOAc/A+t> (1 : 1) 
U 0c a fe@&©MIIl£i^ (0. 3 0 g, 5 2%) &mtZo 6 H (CDC 1 3 
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) 8. 4 7 (2H, m) , 7. 69 (1H, dd, _J_ 1. 8 > 77Hz) , 7 
- 3 8-7. 2 2 (6H;m) , 7. 0 6 (3H. m) , 6. 9 0 (2H« m) 
> 6. 62 (1H, d, J_ 7. 5Hz) , 5. 23 (2H. s) , 5. 03 ( 
1H, m) . 4. 4 0 (2H, m) , 3. 7 9 (3H, s) , 3. 2 8 (1H« 
dd, J_ 5. 8, 14. 1Hz), :feetZ>*3. 1 9 (1H, dd. J_ 5.4 
, 14. 1 Hz) „ 
[0 12 1] 
5 

2-7* (S-2. 5 -it* h*i/7^-)V) -n^y-TJl/-L-4-7S J 

4-75/-L-7x^77-> (0. 53g, 

2. Ommo 1 ) , EDC (0. 42g. 2. 2mmo 1 ) , HO B T (0. 3 
2 g, 2. 4mm o 1 ) , *5<t^"NMM (0. 6 6ml, 0. 61g> 6. Om 
mo 1 ) CDDMF (10ml) 2 (2, 5 N + y7i 

) — (0. 58g, 2. Ommo 1 ) ODMF (2ml) iitffilL 

, MT6 4Bfr^^Lfe. HI^X^TTliiU, £§?6£DCM (3 0ml) 
t7jc(2 0ml) i^SBbfc. *r«IJI£#8l§U 1 0 %N aHC0 3 (2 Om 

i) mm-cm&v* Mgsb 4 i?^i$t, ii$i^TTx/ui/-FL, ^ 

fi©zfA<H#fc„ ^ne^D7h^7^- (S i 0 2 ; E t OAc) (CcfcoT 

n&Mmoi &mit&yn (o. 6 7 g> 72%) £#fc. sh (cdci 

3 ) 8. 35 (1H, dd, I 1. 8, 4. 8Hz) , 7. 81 (1H, dd 
, J_ 1. 9, 7. 7Hz) , 7. 41 (1H, d , J_ 7. 6Hz) , 7. 1 
2 (1H, d , J_ 3. 0Hz), 7. 07-6. 81 (5H, m) , 6. 49 
) 2H, d. J_ 8. 4Hz) , 5. 00 (1H, m) , 3. 76 (3H, s) 
, 3. 74 (3H, s, 3. 55 (3H, s) &JzZf3. 14 (2H. m) . 
[0 12 2] 

2-7* (S-2. 5 -V* b*z/y^-)l) (N-2. 6- 
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^ra#"5 (0. 6 8g, 1. 5mmol) ^NMM(0. 5 3ml, 0. 
4 9 g, 4. 8mmo 1) ODCM (20ml) mt&*. 2, 6 ->^nn^> 
VWD'JH (0. 23ml, 0. 3 3g, 1. 6mmol) Tllb, 
#j£^j®T?l 6^«U ^TDCM (5 0ml) tl 0%NaHCO 3 g 
M (3 0ml) £T#@EL7c„ tiI^ML< Mg S 0 4 T<£«l;*-e\ 
I^TTli^t, PcaW^ffc. dMEtOAc/vX^l/X-T)!/ ( 
2:1) TlKfrU BgafeEafrg> Mfe^<Bl (0. 44g> 4 6%) £?#7c, 6 
H (MeOH-dO 8. 2 8 (1H, dd. I 1. 8. 4. 9Hz) , 7. 
70 (1H, dd, J_ 1. 8, 7. 6Hz) . 7. 58 (2H. d, J_ 8. 
6Hz) , 7. 48-7. 38 (3 H, m) , 7. 3 0 (2H. d, _J_ 8. 6 
Hz), 7 . 27 ( 1 H, dd, 1 4 . 9 , 7 . 7 H z ) , 7 . 0 1 ( 1 H, 
dd, I 1.1, 2. 3Hz), 6. 93 ( 2 H, m) , 4. 8 7 ( 1 H, m 
) , 3. 77 (3H, s) , 3. 75 ( 3 H, s) , 3. 60 ( 3 H, s) , 3 
. 3 2 (1H, m) , &&Zfi3. 13 (H, dd, I 8. 6, 14. 0Hz) 

o 

[0 12 3] 
£fflj£7 

O- (2, 6-y»PP^>^) — N- (4-7±^)l- 1 . 2. 5-MJ 
*7)V- 3 -\±u>()V) -L-^af>> ^fJl^X7f^ 

NMM (155mg, 1 6 9 w 1 , 1. 5 4mmo 1) , HO B T (227m 
g, 1. 6 8mmol), 4 -T±.^-JV- 1 , 2, 5 — MJ i*J-)\/\Lu—)V— 3 
-#;U#>^ (3 0 Omg, 1. 5 4mmo 1) , i3cfc£KE D C (2 9 5mg, 
1. 5 4mraol) 5, l#lf;0- (2, 6 □ n^>>?;i^ -L-^D 
■/> ^^^XXr^Ilffi (5 4 6mg, 1. 4 Ommo 1) (OftiDMF ( 
15ml) j§fflEtZ0taSJpLfe. >g/ft^£, N 2 TT, IfiTl 8mm&&V fz 
o J&«&£J|gETT|Sfc£U ^EtOAc (50ml) £ 1 0 %zM±N a 2 C 
0 3 (4 0 m 1 ) tT^SBLTio Jg£#HtU *I^EtOAc (2 x 2 5m 1 
) T&fcBLfco ^i±fc^*g|&ititj^£, 5%7^mm (2 0ml) , 1 0 %7Ktt 
Na 2 C0 3 (2 0ml) , 43=kr*V7-f > (10ml) T^lftlC^U ^ 
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(Na 2 S0 4 ) |^T«$Ufc. ftetl/ig&Of&i* (0. 6 g) £ 

^D7h^77^- (£>U# ; 5 0 %E t OAcA+ij->-*l 0 0 %E t OA 
c) fcj&H*, &&Mm<DMMl£tM (3 8 0mg, 5 1%) $#fc;iHnmr 
(d 6 DMS O) 8. 5 3 (1H> d,X 8 Hz, NH) , 7. 5 7-7. 4 
3 (3H, m* s, YV-Jl-H) . 7. 2 2 (2H, d, I 8. 5Hz) . 
7'J-^-H) , 6. 95 (2H. d, X 8. 5 Hz, 7'J-Jk-H) , 5. 
18 (2H, br s, CH 2 -0) , 4.67 (1H, m, a-ty r - H) 
, 3. 66 (3H. s, Me-O) , 3. 34 (3H> s. Me — N) , 3. 1 

2 ( 1 H, dd. I 4. 1 , 13. 8Hz« C H A H B A r ) , 2 . 9 0 ( 1 H 
, dd, JL 11.. 3. 13. 8 Hz, CHaHbAt) , 2. 3 2 (3H« s. 
Me CO) . 2. 0 (3H, s, fcTn— ;W-Me) > 43«ktfl. 94 (3H, s 
, en-Jl/-Me) o m/z (ES + 60V) 5 3 1 (MH+, 10 0) V 5 3 

3 (MH+, 7 5) 5 5 3 (MN a + , 15%). 

[0 12 4] 

<mm 

2-?nn-n^-)U- (N-2. 6 -VZ □ p^>^;U) -L-4-T5 

EDC(2 7 0mg, 1. 5mmol) ^ 8^Lfc-(N-2, 
^>V<;i/) -L- 4-75 J 7x~;i/77-> /^X7fJl/ (5 0 Omg 
, 1. 3mmo 1 ) , 2 pun- ~i^>Wt (2 0 Omg, 1 . 3mmo 1 ) , H 
OBT (190mg. 1. 5mmo 1 ) , :fccfcZ>*NMM (4 2 3 p. \\ 3. 9 m 
mol) (DfekDMF (2ml) mWZ 'oiCTSfclJQbfc. DMFM^Ifit- 
8fe£#U *^TDMF£*2TT£56£-e:fc. 3la££DCM (5 0ml) $>IZ 
mVHiV: * '(3 x l 0m l ) , gg*n7M4NaHC0 3 (2 X 1 Om 1 ) , 
tfzk (2X1 0ml) TSti£U (Na 2 S0 4 ) Sit, JlffiTTJSJB S 

c ll$^07h^*77^- (S i0 2 ; 1 : 1 EtOAc: lc«fc 
otiSL« 6fefegE<P Mfl:-&&) (4 5 Omg, 8 0%) <5 H (CD 

C 1 3 ) , 8 . 5 0 ( 1 H, m, p y r H) , 8 . 0 5 ( 1 H, d , J_ 9 . 
2Hz, p y r H) , 7. 58 (2H, d, X 8. 5 H z , A r H) , 7. 4 
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6 (1H, br s, NH) , 7. 3 6 - 7. 2 4 (3H. m, 2 A r H, lp 
y rH) , 7. 2 1 (2H, d, J_ 8. 5Hz, 2 A r H) > 7. 12 (1 
H, d, J_ 6. 6Hz, NH) , 5. 0 5-5. 18 (1H, m, CHa t y 
r) , 3. 81 (3H. s, C0 2 Me) , ££^3. 39-3. 18 (2H> 
m, CH 2 A r ) o 
[0 12 5] 

^JU-2-^tf(S-T±7—h) )V-Q- (2. S-Wuu 

+EI#3 (3 7 0mg, 0. 7 6mmo 1 ) (D&tTkDMF (2ml) 
7jc^b^-h'J^A (M^eo^, 3 3mg, 0. 8 ,3 mm o 1 ) <£>*£tKDM F ( 
3ml) OttiJlOLfc. I^ifiTlO^U ^UTO 

CtS^lfc. ^DtTtr-.h (llSmg, 0. 7 6mmol) 

3fclriTfS-&«j*MT-«6ft*^b3t. ig£r#j£7k (0. 5ml) 
f&£#lhU DMF*^TTl^$tfc„ 8S*EtOAct»»U * (3 
XI 0ml) Ttfc^U ttflg (Na 2 S0 4 ) Siir, l^TTll^tfc. 
^□7h^77^- (S i 0 2 ; E t OAc/^*-^ 1:1) (IctotHS 

fifeHfrO^Sltaft (3 6 0m-g, 8 5%) <5H(CDC1 3 ) 
8. 4 5 (1H, m, pyrH) , 7 . 7 1. ( l.H, d , J_ 7. "iV p y r H 
) , 7. 35 (2H, d, i 7. 3Hz, 2 A r H) , 7. 2 8-6. 9 (6 
H, m, 5 A r H, lpyrH) , 6. 7 1 ( 1 H, d , X 7 . 5 H z , NH 
) , 5. 24 (2H, s, OCH 2 Ar) , 5. 08-5. 03 (1 H. m. C 
Ha, tyr) , 3. 96 (2H, s, S C H 2 ) , 3. 7 8 (3H, s, CO z 
CH 3 ) , 3. 7 1 (3H, s, C0 2 CH 3 ) ,3.31 (1H, dd, X 1 
4, 5. 4Hz, CH A H B A r) , £>=fctf 3. 2 1 ( 1 H, d d , J_ 14,5 
. 2Hz, CH A H B Ar) . • 
[0 12 6] 

2-?-* (.S-X^M -n^;^)U-0- (2. 6 -y-fr □ o^>s?;i/) - 
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EDC (540mg, 3mmol) ^ j|^Lfc (0-2, 6-i?^DD^> 
-L-fD^/^HXf^ (lg, 2. 6mmol) , 2 *?-)V*)V 
ti^h — U^-yWt (4 3 3mg> 2. 6mmo 1) , HO B T (3 6 4mg, 2 
. 6 mm ol) , •fecfcl^NMM (846/i.l, 7 . 8 mm o 1 ) O&StKD M F ( 
4ml) mmz, O'CT^JPUfc. DMFM^MT-WL> ^UTDM 
Fi&i^TTil$tfc. SS^DCM (7 0ml) tC^DfcHU * (3X15 
ml), jS»*tt'NaHC0 3 (2 x 1 5m 1 ) , (3 x 1 5m 1 ) T? 

ife#U (Na 2 S0 4 ) S-&,.JtaTT?3R56S-&fc. iI^DVh^7 

(S i 0 2 ; E tOAc) Till, S-feE#:GDMSlts^ (1. 2 gm, 
9 2%) Zmtz, 6H (CDC 1 3 ) 8. 4 2 (1H, dd. I 1. 7, 4. 
8, 1 p y r H) (, 7 . 6 7 (1 H> dd> 1 1. 7\7. 6, lpyrH 
) , 7. 31 (2H, d, J_ 8. 5,'ArH) . 7. 18 (1H, dd, 1 

2. 3, 8. 5, ArH) , 7. 09 (3H, d, + !7*D-Ft?-^, X 8. 
6, 2 ArH, 1NH) , 6. 97 (1H, m, lpyrH), 6. 88 (2H 
, d, J_ 8. 6, 2 A r H) ,5. 18 (2H, s, OCH 2 Ar) , 4. 9 

6 (1 H, m, CHotyr) , 3. 7 2 (3H, s , OCH 3 ) , 3. 2 5- 

3. 04 (2H, m, CH 2 Ar) , *5«fctf2. 4 7 (3H, s, SCH 3 ) „ m 
/z (ES 1, GOU) 5 0 5 (MH+) . 

[0 12 7] 

x^;u3- (4- I r (4-*h*zs'<>5;)U) jj)i>7$-)i,} -y^- 

M - 2- r (>?7ii;Mfi/» T$y] yp/vi-s 

N- &7x.—)],*?-]s»"irVSs> JLT-JlJLXrJV (6. 6g, 2 4. 6 
mmo.l) MtfSit* 'J (6. 8g. 4 9mmol)£, 4-^h^->^. 
> s S)V-4- C7u^*^)V) ^>V*x-N (8. 2g, 24. 6mmol) (D 
7tb-hV)U (2 0 0ml) *ttfca&JoLjfc. ^^^MStT-BfeJo^b, ^ 

i^Titigu ii^R^TtiibT, ik&vrtrt )v<DgMfia£3b (13. 55 

g) (5H (CDC I 3 , 3 0 0MHz) 7. 8 (2H, d, J_ 9. 0 
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Hz) „ 7. 5 (10H, m) , 7. 3 (2H, d. X 9- 0Hz) , 6. 9 
(2H> d) , 6. 6 (2H, m) , 5. 23 (2H, s) , 4. 1 (3H« m 
) , 3. ,7 (3H, s) , 3. 2 (2H, m) , &£ZSl. 2 (3H, m) ; m 
/z_ (ESI) 5 2 2 (MH+) „ 
[0 12 8] 

X5P>>^ 2-757-3- (4 j f (4 - j* h^^>^M ttjSjJlJktf. 

iS(2M, 15. 8 3ml, 1. 5 Sfi) £\ 1 1 (11. Og, 2 

1. 12mmol) <Z)TH F ( 3"0 ml) mmzmnVTz* 20^, 
t^NaHC03TpH7l:Mffibl. mm^M^itX-m^fz. it^Et 
OAc (3 0 0ml)'CftDail>, * (2 0 0ml) ^i^y^-O (2 0 0m 
1) TtJt^Lv ft.m (MgS0 4 ) M^TX-m^^Tz. Zu^VV^y 

-f- (S i O z ; E t OAc) tCJ;0, jtfeg)^ JVO MM&mML (4. 9 l g 
, 6 5%) (GDCl^, 300 MHz) 7. 88 (2H. d , J_ 

8, 0Hz) , 7. 4 (4H, d d) , 7. 0 (2H, d, X 8. 0Hz) 
. 5. 25 (2H, s) , 4. 05 (2H, q) . 3. 7 (3H, s) , 3. 5 
7 (1H, t) , 2. 8 7 (2H, m) :fe«fctf 1. 1 (3H, t ) , m/_z_ (E 
S I") 3 5 8 (MH+) . . 
[0 12 9] 
1 3 

X^;U-2- { [ (2 -»no- 3 -fcf' tDl^'M 7 5 7) -3 
- (4- { [ (4-* h^->^>^ji/) a-^s/l ftjMjxjkj 7x^M -fun 
yx-h 

EDC;HC1 (591mg, 3. 08mmol) ^HOBT (416m 
g, 3 . 0 8mmo 1 ) ^IKMfc 12 ( 1 . Og, 2 . 8mmo 1 ) , 2-2 
nn-n^>m (4 5 0mg, 2. 8 6mmo 1 ) . fe«ttXNMM (3 7 0 ^1 
. 3. 3 6mmol) ODMF (30ml) »»t^JJDLfc. £j£S£-4fc&£fi 
T-Sfe«#Lfc. i§$££*£TT?l&3cU SISEtOAc (3 0 0ml) tN 
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aHCOjM (3 0 0ml) tT^SBLfc. ftSI*^X>BI (10%, 2x 
2 0 0ml) , NHC0 3 M (2 0 0ml) , *5«fctf:7*5-f > (3 0 0ml) 

t?sfe*£u «g& (Mgso 4 ) s-t*-, j*£tt*i»u n&a*^ )u<D &m4t& 

(1. 3 6g. 9 8%) 6H (CDC 1 3 , 300 MHz) 9. 12 

(lH.d, I 8. OHz) , 8. 4 7 (1H, m) , 7. 9 1 (2H, d » 
J_ 8. OHz) , 7. 6 (1H, dd) , 7. 45 (5H, m) , 6. 95 ( 
2H. d, J_ 8. OHz) , 4. 6 7 (1H. m) , 4. 15 (2H. ra) , 
3. 7 5 (3H« s) , 3. 3 1 ( 1 HV m) , 3. 2 3 (1H, m) 
. 17 (3H, s) ; m/_z_ (ESI) 4 9 7 (MHO „ 
[0 1 3 0] 
frfBfr 1 4 

xgjU 2 - { [ (2-^aa- 3-bfUv?_;p) y$y } -3 

- [4- (ti)V^^M yn/vx-h 

TFA (2 0ml) fc'flHMfcl 3 (1. 3 6g. 2. 7 5mmo 1 ) <D bJlJL 

> (2 0mi) mmzmuavft. .s-iEfi^ssflT3 o#h«#u£:. ?#e>n 

fcefeHflcSrSilSil'fb (EtOAcAW» L, ^M^tM (1. 04g, 
10 0%) <5H (CDC1 3> 3 0 0MHz) 12. 84 (1H. br 

s). 9. 1 (1H, d, J_ 8. OHz), 8. 47 (1H, m) , 7. 8 
7 (2H, d, _J_ 8. OHZ) , 4. 1 (2H. m) , 3. 2 (1H, m) . 
3. 0 7 (1H, m) fecfctf 1. 17 (3H, m) ; m/ z_ (ESI) 3 7 7 ( 
MHO o 

[0131] 

x^;u 2- { [ (2-j7ao-3-hru^;i/) ftjj/dLrjk] T$y} -3 

- (4- { (2, 6-y^DD7-U7) 7x~;U) ya/Wx- 

mmtmm (5mO fW#l 4 (I. 04g, 2. 7 6 mo 1 ) fe=t Zt 
H'j7xZM77.Y> (0. 8 7g, 3. 3 lmmo 1) ©JthzhUJH 
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> (0. 8 9g, 5. 5 2mmo 1 ) 43cfctfNMM (4 5 5 u K 4. 1 4mm 

o i) sr^DU m^m^ui:4 8mm2t>izm&vfc. mmzn^T-c^ik 

U mm&TktE t OAc £-CfrffiLfz a *15EtOAcTiaj (X2) U 
^tDitrc^mmmm^ (X2) fe=t«*ttNaHC0 3 (X2) TriSfci^L 

» nm (Na 2 so 4 ) s-t*, M^T-emmi-fz. zu^htf??^— cs io 2 

: E t OAcA+t> 5 0 : 5 0) (CctDMSlta^ (9 2 4mg) £f#fc 
o <5H (CDC1 3> 3 0 0MHz) 8. 46 (1H, s) , 8. 05 (IE 
d, _J_ 7. 4 Hz), 7. 89 (2H. d, J_ 7. 9Hz) , 7. 6 9- 7 
. 10 (8H, m) 5.11 (lH, d t, 1 6. 7. 5. 8Hz) , 4. 2 
5 (2H, q,i 71Hz) , 3. 42 (1H, dd, 1 13. 9, 5. 8 
Hz) , 3. 3 1 (1 H. dd, 113. 9, 5. 8Hz) . 43cktf 1 3 0 
<3H, t, X 7. 1Hz) „ 
[0 13 2] 
1 6 

4- \2 (2. 6 -i?>7UU7 3L-)l) -2-h KP=^'>;i^X^jUl 

4- (^Dt^^JW ^>^x-h (2. 0g> 8. 7mmo 1) <D 
THF (4. 4ml) 1, 2-y^D ; El^> (8 0mg) -?i£fe'{k-g 

nfc^yhlM-f^ (6 8 3mg, 10. 4 4mmol) tC^o < 9 t^siaL 
^-C3B#r^#L^, ^Oi§ffi0 2ral^y7>tt (3 9 6mg, 4 
. 4mmo 1 ) ^cfc^tg-fkU^^A (3 56mg, 8. 4mm o 1 ) ©TH F ( 
4ml) mmiZ&L. -7 8° JT^Lfc. :M^-2 0 o £-Tr81a6, ^ 
l^T-7 8° fC^bjaLfc. ^U-rH^u/jk^^mx-^U-h (9 8 3 m 1 
, 8mmol) ,1^X2, 6 - u D^>X7Jl/rt H (0. 56g, 3. 
2mmo 1) ©THF (1ml) mi&&mtiOVtZo SJ&£ 2 mfflMftV. ^UTf 
ifiSTi$o< 0t««6fco Ml^Tzk (2 0ml) £gs;IJDU S^l^SE t 
OAc (3X2 5ml) \zmitiV. &t>-&tzmmm& 1 &m (Na 2 S0 4 ) 
M^i±fZo £)7l>,?n-?ht??7^— (S i 0 2 ; ^\^1t> : E t OAc 4 

: i) izjzommi'. m&ojr^ )i<Dmmi&kM (8 6 3m g , 8 3%) &ntz 
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. <5H (CDClj) 7. 95 (2H. m, A r H) , 7. 9 3- 7. 2 6 (4 
H. m. ArH) , 7. 17-7. 12 (1H, m, ArH) \ 5. 7 3-5. 
6 5 (1H. m. CH) . 3. 9 1 (3H. s, C0 2 Me) , 3. 4 3 (1H 
, dd> I 13. 5, 8. 4Hz, CH A H B ) *5«fctf3. 2 8 (1H> dd. 
_J_ 13. 5, 6. 3Hz, C H A H B ) , m/_z (ESI, 60V) 3 2 5 (M 
H+) . 

[0 13 3] 
frfflfrl 7 

*^)V 4- [2- ( r t e r t - 7^)1 &JL±M kilik] ~2 
- (2. 6-y^on7x-^) X5=-;H ^>Vx— b 

0° tWbfcWl6 (26g, 6. 1 5mmo 1 ) ODCM (1 0 m 
1 ) mmz. 2, 4, -6-3U^> (2. 03ml, 15. 3 9mmo 1) £§s 
iJUL^c. 1 5$H£, t e r t -Zf^)Vz/*^)V^V)\,hV_7)V*u*9>.^)\,-fc ~ 
*—b (2. 12ml, 9. 2 3mmo HiiJnLt. 

Bfefll^U *UTDCM (10 0ml) T*^l>, -t b.T 1 Mttfflt (50ml) 
, * (5 0ml) , *5ctlXy^-<> (5 0ml) TifeifrU fgjft (Na 2 S0 4 ) 
SETTl^Jtfc. i)7Ai?o?F^7^- (SiO z ;A^>/ 
EtOAc, 5 : 1) iCioT^fib. % bf > ^ fegt )V<O ^M^m (2. 

6 7 g, 10 0%) Srftfco (5H (CDC 1 3 ) 7. 94 (2H, d , J_ 6. 
5 Hz, ArH) , 7. 3 3, 7. 2 1 (4H, m, ArH) , 7. 13-7. 

07 (1H, m, ArH) , 5. 58 ( 1 H, dd, J_ 9. 4, 4. 6Hz, 
CH) , 3. 9 0 (1 H, s, C0 2 Me) , 3. 46 (1H, dd,J_ 13 

. 1 , 9 . 4 H z , C H A H B ) ,3. 04 (1H, dd, 1 13. 1,4. 6 
Hz, CHaHb) , 0. 74(9 H, s, SHBu) , -0. 31 (3H, s 
, SiMe) *s«fctf-0. 3 2 (3H, s. Si Me) ; m/ z_ (ESI, 6 0. • 
V) 6 3 1 (MH+) o 
[0 13 4] 
1 8 

4- [2 - j [ t e r t -y^Jl {2Ji±M kJlM - 2 - (2. 
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7jc^bU^r>AT;P5-^A (1MCTHFM, 6. 46ml, 6. 46m 
mo 1 ) £, (ffHMfc 17 (2. 6 7g, 6. 1 5mmo 1 ) ©THF (2 0ml 

JSfcflMfcU- DCM (3X5 Oml) iCjftffiU (Na 2 SQ 4 ).$f, MJEE . 

TTlfgStfc. ^j^A^nvhif^^^- (Si0 2 ;A+f>/EtOAc 
,4:1) £J;oT«fa!U tefe^->f )l><D mmi&g& (2. g, 87%) 
. 6H 7. 3 2-7. 0 6 ( 7 H, m, A r H) , 5 , 5 6 ( 1 H, dd> 1 

9. 3, 4. 7Hz, CH 2 CH) , 4. 65 (2H, d , _J_ 5. 9Hz, 
CH2O) , 3. 3 9 (1H, dd, I 13. 2, 9. 3 H z , C H A H B ) , 
3. 0 1 (1H, dd, I 13. 2, 4. 7Hz, CH A H B ) , 0. 7 5 (9 
H, s , S i 'B u) , -0. 2 9 (3H, s, S i Me) &£Zf-0. 3 1 ( 
3H, s, S 1 Me) ; m/_z (ESI, 60 V) 4 3 3 (MH+) . 
[0 13 5] 
9 

4- [2- f ftert-^P [z?*±M ->'J;U] ^S^t - 2- (2. 
6-->^DD7xZ;|/) ^>yj^P$K 

h^iZ^xy-O (8 43mg, 3. 2 lmmo 1) ©DCM (2ml 
) mm*. MfcJftX (l. 4 2 g, 3. 7 3mmo 1) ^J^^-frl 8 (1 
. lOg, 2. 6 7mmo 1) ©DCM (3mi) MCiJDl, 4lf 
ffimftLTzo X— "r)l (10 0ml) £8sJjdU ^/&Ufc@^&Jg:#>£jJia£K: =fc 
OmikLfz. il^iffTTl^^t, SUA 7 D7 — (S i 

0 2 ; 8 : 1, ^-tj-> : E t OA c ) KcfcoT*jf§S!U mm\^m (1. 2 0 
g. 9 5%) *%tz. <5H (CDC 1,)" 7. 3 2 - 7 . 0 7 ( 7 H, m, A r 
HO, 5. 54 (1H, dd, J_ 9. 5, 4. 4Hz, CH 2 CH) , 4. 4 
9 (2H, s, CH 2 B r) , 3. 39 (1H, dd, I 13. 2, 9. 5H 
z, CH A H B ) , 2. 96 (1H, dd. I 13. 2. 4. 4Hz, CH^ 
) , 0, 7 3 (9H, s , S i iJ3u) , - 0. 3 1 (3H, s , SiMe) *3 
Jztf- 0. 32 (3H, s, SiMe) ; m/ z_ (ESI, 60 V) 4 7 4 (M 
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H+) '. 

[0 13 6] 
£H&2 0 

4- [2- { [ t e r t -y'^Jl (^*^;U) >-U;ui *-=E^> - 2 - (2. 

-7 8° fP^LfcX^ N- (v7x~;Mf I/» ^U5>^-h (2 
• '6 3g. 9. 8 1 mmo 1 ) OTHF (50ml) gii;, D^ASMV:/ 
Dtf;UT5> (2M<D^y^>/THF/X^^>1l>Mf, 5. 6 4ml,. 
1 1. 2 8mmo 1) SrSsJnL/i. 5^^Lfc. &tr*T, *ra#l 

9 (4. 2 0 g, 8. 9 2 mmo 1) OTHF (20ml) it^^TL/Co K 
7 T2mr*m&l<. ^TM£THgJ67i. EtOAc (1 
0 0ml) %mu U (75ml) > (75ml) TSfc 

#U.i£*£ (N.a 2 S0 4 ) MEET^fg #t^T, «tt€:BEtt-i^ 

OAc (15 0ml) t'fi&fcizfcteN a 2 C0 3 (100ml) OIBJT^Ebfc. * 
»*E fOAcTSfclelttmU (Na z S0 4 ) MEE 

Ttll$tfc„ ^Tt^Si^^7A^D7h^77^- (S i 0 2 ; E t 
OAc) t«fcoT«»b; agfeg>^--f (3. 9 5 g, 95%) 
#7io <5H (CDC 1 3 ) 7. 32 — 7. 05 (7H» m, A r H) , 5. 52 
(1H. dd, J. 9. 4, 4.-6HZ, CHOS i) , 4. 18 (2H, q , 
J_ 7. 1Hz. C0 2 CH 2 CH 3 ) . 3. 68 (1H, dd. _J_ 7. 9. 5 
. 1Hz, CHNH 2 ) , 3. 35 (1H, dd, I 13. 2. 9. 4Hz. 
CHOS iCH 4 H B ) > 3. 07 (1H, dd, I 13. 5, 5. 1Hz, C 
HNH 2 CH 4 H B ) , 2. 95 (1H, dd, I 13. 2. 4. ..6Hz. CH 
OS i CHaHb) , 2. 95 (1H, dd, I 13. 2, 4. 6Hz, CHO 
S i CHaHj) . 2. 82 (1H. dd, I 13. 5, 7. 9Hz, CHNH 
2 CH A H B ) , 1. 53 (2H, br s, NH 2 ) , 1. 27 (3H. t . J_ 
7 . 1 Hz, C0 2 CH 2 CH 3 ) , 0. 74 (9H> s. Si »B_ u) *5=fcLK- 0 
. 3 2 (6H, s , S i Me 2 ) ; m/_z (ESI, 60 V) 4 9 6 (MH+) . 
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[0 13 7] 

.. (4- T2- { Cter t =^Q/ (S?*^) ->'j;H - 2- (2 

,'6-y^pa7i^) x^] } - (N-2-^op-j^y--r;i/) 7x- 

+1^*2 0(1. 50g, 3. 2ommol) ^2-^nDZ35 : >i ( 
5 0 4m g, 3. 2 0 mm o 1 ) ©DCM (75ml) mWZ. MTNMM ( 
3 8 6/t 1, 3. 5 3mmol) > EDC (6 7 5 m g v 3 . 5 3 mm o 1 ) . 
SScfctfHOBT (4 7 7mg, 3. 5 3mmol) ^moVfc. K^U^m^m. 
Wl~T?— WMWh, ^TDCM (50ml) T^IRU 3frfa7M4Na 2 C0 3 (5 
0ml ) , * (5 0ml) , *3=fc^^^> (5 0m) TifeitU (Na 2 
S0 4 ) MJETT^$i±feo SI^7Ai7nvh^77^- (S i0 2 
; E t.O.Ac) flckoTHSb, (1. 7 2 g, 8 5%) 

6H (CDC1 3 ) 8. 4 1-8. 38 (1H, m, NH) , 8. 0 1 
-7. 96 (1H> m, A r H) . 7. 2 9-6. 9 7 (9H. rm A r H) . 
5. 47 (1H> dd, 1 9. 2, 4. 7 Hz, CHOS i) > 5. 2 4-4 
.96(1 H. m, CHNH) . 4. 19 (2H, qd, I 7. 1, 1.1H 
z. C0 2 CH 2 CH 3 ) . 3. 34-3. 14 (4H. m, CH 2 X2) , 1. 2 
7 (3H, t d,'l" 7. 1, 1. 3Hz, C0 2 CH 2 CHj) , 0. 6 9 (s 
) fccfctfO. 6 6 (s) ; -a>t>1±T (9H> S i t_B u ) fc*>ZfilZ-0. 3 8 ( 
"s ) *5<fctf- 0. 4 0 (s) ; -&^i±T (6H. SiMe 2 ) ; 6 5 9 (M + +N 
a+) „ 

[0 13 8] 

4»IBttE2 2 

(N- 2 -^7PP_ U^J^QV) -4- 12- (2. 6-y^OP7x-^) 
- 2 -b Fp^->x^;1/] 7xzj^7?r> i^^xxrjl/ 

7" h^'^UT^^A 7DUF (IMOTHFm 4. 7m 1, 4. 
7 Ommo 1 ) ^#2 1 ( 1 . 5 0 g, 2. 3 5mmo 1 ) 0THF (7 
5ml) mWz* ^ST-^UQLfc. KfoM^%}*2mmmWL. ^TTHFS: 
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SfcSU t OAc*±tf7KT#ELfc. M&ftmv. 7fcg£EtOAc 

TttttiL/fc. ^b1±;fc#«JiS:te*fe (Na 2 S0 4 ) i£ETTl^$-&t. 
^^£#7 A £7 D7 bCf^y^i— (S i O z : Me OH : D CM, 5 : 9 5) T 

ffiit, m&&v>*^ )v<D &mft&m a. 0 3g, 8 4%) <&*§fc. «h (c 

DCIj) 8. 31-8. 29 (1H. m, NH) . 7. 8 6-7. 8 2 (1H 
.'m, ArH) , 7. 2 5-6. 9 6 (9H, ra« ArH) , 5. 5 4-5. 4 
9 (1H, m, CH) , 4. 9 4-4. 8 8 (1H, m, CH) , 4. 1 1 (2 
H, qd. I 7. ;1, 2. 0Hz, C0 2 CH 2 CH 3 ) , 3. 2 8-3. 0 3 

(4H, m, 2XCHj) *«ktfl. 19 (3H, td, i 7. 1, 1. 1H 
z, COjCHjCHj) , in/i (ESI, 6 0 V) 5 2 1 (MH+) . 
[0 13 9] 

»BHE2 3 

(N- 2 nu^n±J_±M ~ f 4 - f2- (2. 6-y^P07x-;i/ 

^2 2 (3 0 0mg, 0. 5 8 mm o 1 ) ©7t h > ( 2 0 m 1 ) mtfclz 
, *^3 — >XttSI*S63&«j#itt-rsST*TLfc. \ -7u\Z)\,7)\,n-)\,&M 

^■t)-erfc^r«BSrft« (Na 2 S0 4 ) iETTll$tfc. 3886** 7 A 

^□?h^77^- (Si0 2 ; ^=Ht> : E tOAc, 3:2) CioTffi^ 
U M&<D*-( )KDMM1&£M (2 0 Omg, 6 7 %) (5 H (CD C 1 

3 ) 8. 40 (1H, dd, I 4. 8, 2. 0Hz) , 7. 94 (1H, dd 
, J_ 7. 7, 2. 0 H z ) , 7. 38-7. 11 (8H, ra. ArH) , 7. 
02 (1H, d,J_ 7. 5Hz, ArH) , 4. 19 (2H. q , J_ 7. 2 
Hz, C0 2 CH 2 CH 3 ) , 4. 0 9 (2H, s, CH 2 CO) , 3. 2 8 (1H 
, dd, I 14. 0, 5. 9Hz, C H A H B ) , 3.18 (1H, dd, I 
14. 0, 6. 1 Hz, CH A CH B ) *3«fctfl. 2 6 ( 5 H, t , J_ 7. 2H 
z , C0 2 CH 2 CH 3 ) ; m/_z_ (ESI, 60 V) 519 (MH+) . 
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[0 14 0] 

*±&_ 4- r (E) -2- (2. 6-y^DD7xZJ|/) X^_;t/) 

p- hJU3L>7,)i>.*>m doomg) *^m-fz>*mfci 6 (2. og. 6 

. 1 5mmo 1 ) (D h;i/X> (2 5m 1 ) $g$££D e a n - S t a r k§£ft4 J T : 

(S i 0 2 ; ^1t> : E t OAc, 5:1) THSU, RSfi 
H^cDMMlta^ (1. 64g, 8 7%) fcfcfc ; 5H (CDC 1 3 ) 8. 0 5 

(2H, d, J_ 8. 3Hz) « 7. 60 (2H, d , J_ 8. 3Hz, A r H 
) , 7. 36 (2H> d> J_ 8. 0Hz) > 7. 2 1- (2H, d, J_ 1. 7 
Hz). 7. 15-7. 10 (IE m) , 43cfc£X3. 9 3 (3H, s> C0 2 
CH 3 ) ;m/z (ESI, 6 0V) 3 2 9 (MH+) 0 
[0 14 1] 

*m&2 5 " \ ' 

4- [ (E) - 2- (2, 5-i?2uU7 3u-)V) X^XJI/1 ^>>?;UT;i/3 
— ;l/ 

4TpW2 4 (1. 5 6 g, 5. 0 8 mm o 1 ) OTHF (20 ml) 
\Z, 7]c^k:U^^AT;i/5x^A (1M ©THFM, 5. 34ml, 5. 3 
4mmo 1) $:^0bfco SJe^-£r#>£ 3 0 #fy«t#U ^^TtK (10ml) - 

?>mm.z<kK)fcfo$:fe±isfzo m^nrz—m^mm^ce 1 i t e (^m) £jb 

tr»TiSiflL, ^TDCM (2X5 0ml) Tft&fcBLfc. ^t)1^£:W$Sg 
(Na 2 SQ 4 ) $i±, M£ETT^%$^> M-fe^-f^COMMItaiL (1. 5g, 
9 9%) Ctl«^gU^e»@^L^o <5H (CDClj) 7. 5 5 (2H 

, d , J_ 8. 2Hz) , 7. 42-7. 33 (4H. m) , 7. 20-7. 0 
8 (3H, m) ^4. 75 (2H, d „ J_ 5. 3Hz, C H 2 ) ; m/z_ 
(ESI, 60 V) 301 (M + +N a+) „ 

[0 14 2] 
±Mfe2 6 
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4- r (E) -2- (2, 6 -i/Zuu? )V) xr- M ^>^j>^D$ 

h l )7aL-)],-fcxyj > (1. 58h. 6. 0 4mmo 1 ) ODDCM ( 1 Om 
1) 5 (1. 4 0 g, 5. 0 3mm.pl) fcJ^BaJWtlfc* ( 

2. 33g> 7. O4mmol) ODCM (10ml) fe.n 
fc»tt£ll$IHH*#U *^TI-fA (15 0ml) T^IRU fffctlfcHft: 

A^n7h^77^- (Si0 2 ; ^ir> : E tOAc, 6:1) Tttfg.U 
)ls(D ME£4££M (Is. 4 9%) ; <5H (CDC1 3 ) 7. 5 5 

(2H. d, J_ 8. 3Hz) , 7. 44-7. 32 (3H, m)\ 7. 2 3- 
7. 0 9 (4H, m) *«ttf4. 5 3 (2.H, s, CH 2 ) : ; m/z_ (ES I » 

6 0 B) 3 4 2 (MH+) „ 

[0143] 
*ffl<*2 7 

4- [ (E) -2- (2. 6-y^OD7x-;i/) If-iH 7iZJ^77- 

— 7 8° ItlvM lstz3L = ?-)V N — (y7iIJMrl/» ^U5>*-h (8 6 
Omg, 3. 2 1mmo'l) ©THF (2 0ml) mmz, 'Jf7Av'fy7 , D 
tf;UT5> (2MO^y^>/THF/X5 1 ;^>-tf>^M. 1. 68ml, 3 
. 3 6mmol) £Ssijnbfc 0 W45«j$U;. W26 (10g, 
2. 9 2 mm o 1 ) OTHF (2ml) U *»5ttfcSj£yg£-ten£- 

7 8° T2B$|HHI8iU *^T^j&STiJ6fc. EtOAc (100ml) £gs . 
finU (7 5ml) *3cfctf:?7<> (7 5ml) TiSfe^U (N 
a 2 S0 4 ) £-t!\ «JETT&58S-&fc. &t^T, SS^KttX^ / -)V\zmK> tti 
U lP#IH)«#L;fc. #^T»fgtt%3t£|&3;U ^MEtOAc (1 5 0m 
1) <hfiaf07K#Na 2 CO 3 (1 0 0 m 1 ) £T;5xg2L7i. zKjg£E t O A c Tr^c 
S&ifctSU ^t>-&/t**tt»K*l6j!ft (Na 2 S0 4 ) $-fc!\ «ETT3R56**fc 

c iofcil5*7A^D7h^7^- (S i O z ; E t OAc) TiSL, 
*ifet<;KDliMl (8 6 0mg, 8 1%) *ft. <5H(CDC1 3 ) 7 
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. 47 (2H, d,_JL 8. 1Hz), 7. 32 (2H. d, _J_ 8. 1Hz) 
. 7. 2 1 (2H, d, X .8. 2Hz) , 7. 19-6. 9 8 (3H, m) , 
4. 18 (2H, q, J_ 7.1Hz, C0 2 CH 2 CH 3 ) , 3. 7 1 (1H« 
dd, J_ .7. 8, 5. 3Hz> CH) , 3. 10 (1H, d d > J_ 13. 5 
. 5. 3Hz, CH A CH B ) , 2. 8 8 (1H, dd, J_ 13.5. 7. 8H 
z> GHaHb) *5«fctfl. 2 6 (3H. t , J_ 7. 1Hz, C0 2 CH 2 CH 3 
) ;m/i(ESK 6 0V) 3 6 4 (MH+) . 
[0 14 4] 

<pm&2 8 

-4- r (E) -2- (2. 6-y»DD7 

^2 7 (8 6 0mg. 2. 36mmol) M^2-^DDXDf>i ( 
3 7 2mg, 2. 3 6mmo 1 ) ©DCM (2 5m 1 ) NMM (2 8 5 

K 2. 6 Onirao 1) , EDC (4 9 8mg, 2. 6 Ommo 1 ) , £><kZt 
HO B T (3 5 2mg, 2 ;. FOmm oT). ^JdUfc. #enfcM^3^ 
^ iTDC M (5 0mi) (50ml) T^fRU ^ 

(Na 2 S0 4 ) MJETT^fg S-tirfc. M^7Ai70TH^77^- ( 

S i 0 2 ; E t OAc) Tffi^D, ifet-f^O ilfe^ (l. 1 g, 9 3 
%) £f#7to <5H (CDC I 3 ) , 8. 7 43 (1H, dd> X 4. 8, 2. 0 
Hz) , 8. 0 2 (1H. d.d. X 7. 6> 2. 0Hz) , 7. 46 (2H. 
d, J_ 8. 2Hz) , 7.'~3*4-6. 92 (9H, m) , 5. 10-5. 03 
(1H, m, CH) , 4. 2 4 (2H> q. J_ 7, 1Hz, C0 2 CH 2 CH 3 
) > 3. 33 (1H, dd, X 13. 9. 5. 8Hz, CH A H B ) ,3.24 
(l.H, dd, I .1-3.. 9. 5. 8Hz, CH^) &cfctfl. 3 0 (3H. 
t, J_ 7. 1Hz, C0 2 CH 2 CH 3 ) ;m/z_ (ES I, 6 0V) 5 0 3. 
5 (MH+) . 

[0145] 
*ffifc2 9 

N- (2 -p an-n^j^jl) -L-^p->> ^=^)Ijl.x^)1 . 
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EDC. HC 1 (2. llg, llmmol) L -^P :>>*3MU:E7^ 
(2. 32g, 1 Ommo 1 ) . 2 - ^□□~zi5 L >^ (l. 5 8 g, 
1 Ommo 1) , HOBT (1. 49g> 1 lmmo 1) , 3oefc££NMM (2. 
31ml, 2 1mmol) ODMF ( 5 0 m 1 ) ^^{cmSP Vfz. M&®>$: 
MT-fifefl^bfc. ii^l^TT^bfc. £Sli£E t OA c (3 0 0ml 
) fc»»U fHCl (100ml), ^P7KttNaHC0 3 (1 0 0ml) , 
zK (3X1 0 0ml) . *5cktXy^-T> (50ml) Tift^U (Na 2 S 
0 4 ) ^5r*^Tm5feU, ^feOzfACDMMltaH (3. 27g, 9 

8%) W;, «H (DMSO-d 6 , 300 MHz) 9. 21 (1H, s,0 

H) " ;* 9. 0 3 (1H, d, J_ 7. 9Hz, CONH) , 8. 4 5 (1H, d 
d, J_ 4. 8, .1. 9Hz, pyrH) , 7. 6 7 (1H, dd. I 7. 4 
, 1. 9Hz, pyrH) . 7. 47 (1H, dd, i 7. 5, 4. 8Hz, 
PyrH) , 7. 0 5 (2H, d, J 8. 5Hz, ArH) , 6. 6 7 (2 
H, d, J_ 8. 5Hz, ArH) ,4. 58 ( 1 H, d d d , J_ 9. 6, 7 
. 9, 5. 4Hz, CHa) , 3. 6 5 (3H, s, C0 2 Me), 3.01 ( 
1H, dd, I 13. 9, 5. 4Hz, CH A H B A r ) 2 . 8 5 (1H 
> dd. I 13. 9, 9. 6Hz, C H^A r ) , m/z_ (ESI, 60 V 
) 3 3 5 (MH+) o 

[0 14 6] 
^#3 0 

N— (2-^PD~3^y-l , ;i/) -O- (2. 6 -VZuu^Zs^J^ )V) — L 

*ffl& 2 9 (9 1 9mg, 2. 7 5mmo 1 ) ODMF (10ml) 
fcmfcj- b U (5*^;U3--f Jl^ 6 0 3. 0 3mmol, 12 1ms)- 
ODMF (2 0m 1 ) <S^K0° Ti£UjnLfeo 15^, 2, 6-^nm^ 
^^^□'JH (414/zl, 2. 89mmol) £8sflnU ^^M"? 
2B#P B 1flt#L£:. 7jc (~5ml) £^3JDU M£S£TT?l&5!icLfco £g*££E 
t OAc (15 0ml) izmmis. 7k (3 x 5 0m 1 ) 43=tZ^^'^-r > (5 0m 

I) Tr#fc?#U ^ (Na 2 S0 4 ) X^TTl^cFWc. *7A^D7 h 
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V^?* — (S i 0 2 ; D CM/M e OH, 9 8:2) \Z£K). Sfe^COMS 
fc&m (1. 10g, 7 9%) *ntz ; <5H (DMSO-d 6 , 3 0 0 MH z ) 
9. 12 (1H, d, _J_ 7. 6Hz, CONH) , 8. 45 ( 1 H> dd, J_ 

4. 8, 2. 0Hz, pyrH) , 7. 6 9 - 7. 5 8 (4H, m, pyrH 
+ Cl 2 ArH 3 ) , 7. 46 (1H, dd. 1 7. 5, 4. 9Hz, pyrH 
), 7. 43 (2H, d, I 8. 4Hz, ArH 2 ) > 7. 2 3 (2H, d, 
J_ 8. 5Hz, ArH 2 ) , 4. 7 3 (1H. m, CHa) , 3. 6 8 (3H 
, s, C0 2 Me) , 3. 2 2 (1H, dd, j. 13. 9, 5. 2 Hz, CH A 
H B A r) 43ctZ>'3. 02 (1H, dd, 1 13. 9, 10. 1Hz, CHaH 
B A r ) ; m/z_ (ESI, 60 V) 5 0 7 (MH+) „ 
[0 14 7] 

W3 1 

n- (2-^pp— n^y-r;i/) -N-^^^-N' (3. 5-yj7nD-4 
-bfZHJ^) -L - 4 -7 ^ J 7 3L=-)IT 7 ~> ^^jyx^rJl/ 

2-^DPZnf/^;^DiJF (132mg, 0. 7 5mmol) £, N- 
^^JU-N' - (3, 5-v^^DD-f y-D^-;P) -L-4-7$y7xZJl/ 
77-> ;i/X7r^ [N-Boc-N* 7^D-fJl/-4-75y-L-7 

>-7KTOjt?#U1 U 3, 5 -i^on-f V-n^-jl^nU F<hSJ&£i£, ^ 
HTBoc^^Lfc] l3«tc;NMM (16 5// 1, 1. 5mrao l) ©DC 

m (iomi) mmizmmistzo g£*&MiB#ra-eji«iu ^tdcm ( 

1 0 0m 1 ) T^ffRU tHC 1 (3 0ml) T?ifei£U (Na 2 S0 4 ) $ 

-tL K£T«fg$it/i„ ^ d v h ^5.7^ - ( S LQ 2 ..; EtOAc /^tr 
>, .1 0 : 9 0) IZJzO. m&<D^I±(D i%mfc&m (3 8 0mg, 9.7%) 
j£. <5H (DMSO-d 6 , 3 0 0MHz, 4 0 5 K) 10. 35 (1H, br 
s, CONH) . 8. 6 7 (2H, s, C 1 2 py r H) , 8. 4 2 (1H, 
t, J_. 3. 4Hz, ClpyrH) ,-7. 55 (2H, br d,J_ 7. 2 
Hz, A r H) , 7. 45-7. 1 5 (4H, v br m, ArH+Clpy 
rH) , 5. 3 (1H. v br s, CHa) , 3. 74 (3H, s. C0 2 
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Me) , 3. 4-3. 3 (1H, br m, CH A H B Ar) , 3.16 (IE 
dd> I 14. 4, 9. 6Hz, CH^Ar) :fc«fctf 2. 7 3 (3H, b r 

s , NM e ) ; m/z_ (ESI, 60V) 5 2 1 (MH+) „ 
[0148] 

*M<*3 2 

r (S-2. 5 h3-i/7^-M -n^/^fJU-O- (2 

, 6-V^nn^>zy)l) -L-5^D5>> ^fJMXfJl/ 

*IBHfc2 '(0. 7 9g. 1. 2 6mmo l) ODCM (5 0ml) it$3- 
^DDWj/$||t (2. 17g, 12. 6mmol) till. 4 ° "C 
48mm%rffiLfzo g^iSDCM (2 0ml) tNaHC0 3 M (20ml 
) tT'ftmisfZo 7fc/f£DCM (2 5ml) TfflttlU ^tfcfiS^10% 
7KttNa 2 S0 3 (5 0ml) Tife#U Igjft (MgS0 4 ) Si*, J*£TT7ig«& 
^l5ltffi?a»^IIL u^n7h^77>f- (S i 0 2 ; E'tOAc 
/^1t> 3:1) -CmmV. &&MW<D MMlk£3& (0. 50g, 6 0%) 
&mfz ; 6H (CDC1 3 ) 8. 58 (1H, dd, 1 4. 7, 1. 7Hz, 
pyr-H) , 7. 95 (1H, dd, I 7. 8,1. 7Hz, pyr-H) 
, 7. 70 (1H, d, J_ 3. 2Hz, Ar-H) , 7. 50 (1H, dd, 
J_ 7. 8, 4. 7Hz, pyr-H) , 7. 36-7. 11 (6H, m, Ar 
-H) , 7. 01 (1H, d,J_ 7. 6Hz, NH) . 6. 9 2-6. 8 4 ( 
3H, m, Ar-H) , 5. 2 1 (2H, s, CH 2 0) , 5. 10 (1H, m 
, CHa) . 3. 8 5 (3H, s, OMe) , 3. 7 4 (3H, s, OMe) ,*" 
3. 49 (3H, s, C0 2 Me) *3<fctf3. 27 (2H, m, CHCH 2 Ar) 
o m/_z_ (ESI, 60V) 6 5 9 (MH+) . 
[0149] 

mmm 1 

2-fuu — 3f/<^-Q- (2, G-Vi7UW1>z?M -L--^D:>> 
tpffl&l (0. 2 0g, 0. 4 1mmo 1) OTHF (5ml) (5 
ml) »ISS, 'J?')AtHD^F-*fD«(2 5ml, 0. 6 1mmol, 
1. 5mm) Tfl&SU ifitl. 5P5Elft#Ljt. S^lOXiSTpH 
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nzm&fcv. fi'&«t»£#&. ^.n^mmz^xmm u * (5m n £>=t 

tfvx^x-x^ (5ml) TifeitU MJETT^$it, ^fe^OSMlb 
MS. (0. 14g> 7 2%) <5H (DMSO-d«) 8. 9 3 (1H, 

d>J_ 8. 1Hz) , 8. 4 5 (1H. dd, I 2. 0, 4. 8Hz) , 7 
. 6 6 (1H, dd, I 2. 0, 7. 5 Hz) , 7. 5 6 (2H, m) , 7. 

4 7 (2H, m) . 7. 2 4 (2H. d, J_ 8. 6Hz) , 6. 9 9 (2H. 
d, X 8. 6Hz) ,5.20 (2H, s) , 4. 60 (1H, d) , 3. 1 
3 (1H, ABX, J_ 4. 7, 13. 9Hz) ££#2. 90 (1H, A B X 
, J. 10. 0, 13. 9Hz), m/_z (ES+, 60 V) 479. 481 ( 
MH + ) . 

[0 15 0] 
^»J2 

(S-2. 5 l-^v^3i-;|/) - J^y-f JU-O- (2 . 6- 

Vtuu^VM -L-^D-»:tfig?i£ 

*W#2 (0. 3 5 g > 0. 5 6mmo l) OTHF (15ml) £>=fcZ/7k ( 
7. 5ml ) Uf^At HD^^F-TKfn^ (2 8mg, 0. 67mm 

o 1 ) Tffllb, 1 6 B#r B m^bfe. £*t^£ 1 0 %»pH 1 fC^te 

■flSU D CM (2X3 0ml ) Tft&EliU ^-BrfcW^jg^rM g S 0 4 Tf£*££ 

&rzo M^i^TTiSb, =u±vi<Dmm&nfzo :n^o7h^7 7^- 

(Si0 2 ; 7. 5% MeOH/DCM) iZ^-oTmMVT^A^m. 
T-fehxhU;U (20ml) *5ct^7K (20ml) \zmffiL\ Jti^^Lxefe 

(0. 26g. 7 1%) <5H (DMSO-d6) 8. 

71 (1H. m) . 8. 2 9 ( 1 H, dd, I 1. 7, 4. 8Hz), 7. 7 

5 (1H, d,J_ 6. 0Hz), 7. 56-6. 94 (1 1H. ra) . 5. 1 

6 (2H, s) , 4. 56 (1H, m) , 3. 68 (3H, s) , 3. 60 (3 
H, s) 43=fcL£3. 21-1. 9 6 (2H, m) 0 m/z_ (ES + 6 0 V) 6 1 
3 , 6 15 (MHO „ 

[0 15 1] 

mmm3 
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a) (S-4-tf 3'J -n^y^Jl-Q- (2, 6-S?gPP 

$>m&4 (0. 30g,0. 5 2mmol) COTHF (7. 5 m 1 ) & Jittok 
(5ml) U^AtKo^yF-M (3 3mg, 0. 7mmo 1 

) 6«p|BHWfLfc. pH$10%ii"C6. 5~7(Z|^ti5U 

T, (0. 2 8g, 9 5%) <5 H (DMSO-d 

6) 8. 83 (1H« d, J_ 8. 0Hz) . 8. 5 0 (3H« m) , 7. 75 
(1H« d, J_ 7. 6Hz) « 7. 5 6-7. 2 0 (8H> m) , 6. 9 5 ( 
2H, d , J_ 8 . 5 H z ) , 5 . 17 (2H, s ) , 4 . 5 4 (1H, m) , 
4. 3 7 (2H, s) > 3. 12 (1H, m) 43d;tf2. 9 7 (1H, m) . m 
/z_ (ES+, 60V) 568, 570 (MH+) . 
[0 15 2] . 

h t° u > n cfc o t, 4 to ^Tie«$ nfc o b 

b) 2-^-S-^>y^--3f/^JV- (0-2. Q-WUW<.>i? 

tF^S^i^Hb^O-yiW^CXXrJP. <5 H (DMSO-d 6 ) 8. 7 
8 (1H> d, J_ 8. 1Hz, pyr-H) , 8. 54 (1H. dd, _J_ 4 
.8, 1. Hz, pyr-H), 7. 69 (1H, d d, JL 7. 7, 1. 7H 
z , pyr-H), 7. 68-7. 17 ( 1 1 H, m, A r -H) , 6. 9 4 ( 
2H, d, J_ 8. 6, Ar-H) , 5. 1 6 (2H, s, CH z O) , 4. 5 
3 (1H, m, CHa) , 4. 34 (2H, s, CH 2 Ar) , 3. 10 (1H 
, dd, I 13. 9, 4. 6Hz, CH C H A H B A r) , 2. 94 (1H, d 
d,_J_ 13. 9,10. 2 Hz, CHCHaHbAt) ; m/ z_ (ESI, 6 0 
V) 5 6 7 (MH+) „ 
[0 15 3] 
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c) iS-4-^)VyjL-)l) --n^py^ou- (0-2. 6- 
>?^DD^:>>?;i/-L-^a5>> 

c fr^3*5=t^4- ^fJH{t^>yj|/fi5it©I7TiK <5H (DMSO-d 
6 ) 8. 87 (1H. d, J_ 8. 1Hz, pyr-H) , 8. 31 (1H, d 
d; J_ 4. 7, 1. 8 Hz, pyr-H) , 7. 7 0 (1H, dd, I 7. 

6, 1. 7Hz, pyr-H) , 7. 54 (2H, m, Ar-H) , 7. 45 ( 
1H. m, Ar-H) , 7. 32-7. 17 (7H, m, Ar-H) . 6. 98 

(2H, d, J_ 8. 6Hz, Ar-H) ,5. 17 (2H, s , CH z O) ,' 

4. 58 (1 H, m, CHa) , 3. i 6 (1H, dd, I 14. 6> 14. 
0 Hz, CHCH A H B Ar) , 2. 9 8 ( 1 H, dd, I 14. 0, 10. 1 
Hz, CHCH^Ar) *J:tf2. 3 2 (3H, ._s , Me) ;m/i(ESL 
, 6 0 V) 5 6 9 (MH+) . 

[0 15 4] 

d) 2-ttr-S- (0-2. 
Ws>is)l) -L-^P->> 

4 3 r B W3*3 e t^m^3-tr=iU;i/S*CDX7,^;k <5H (DMSO-d 6 ) 9 
. 0 4-8. 54 (5H, m, Ar-H) , 7. 9 5- 7. 8 4 (2H. m, A 
r-H) , 7. 5 6-7. 4 3 (3H, m, Ar-H) , 6. 9 6 (2H, d, 
_J_ 8. 3Hz, Ar-H) , 5. 17 (2H, s, CH 2 0) , 4. 5 5 (1 
H, m, CHa) , 4. 48 (2H, s, CH 2 pyr) , 3. 05 (2H, m 
, CHCH 2 A r ) ;m/z. (ESI, 6 0 V) 5 6 9 (MH+). 
[0 15 5] 

e) N— C2-^?r (S- 3 -tfzi U ~u^J^)V\ -0-2. 6--^ 
^□□^>y;|/-L-^P5>> 

4>r^ 3 te&xmAt 3 - fcf p-r )v^(djlt,^)Vo «it itdbu ^mm B 

<5H (DMSO-d 6 ) 8. 8 (1 H, b r d) , 8. 5 7 (1 H, m) , 8 
.50 (1H, m) , 7. 72 (2H, m) , 7. 55 (2H, d) , 7. 5- 

7. 4 (2H, m) , 7. 3-7. 15 (4H, m) , 6. 95 (2H, d) , 

5. 1 5 (2H, s) , 4. 5 5-4. 4 5 (3H, m) , 3. 2-3. 1 (1 
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H, m) , 3 . 0 - 2 . 9 (1H. m) ; m/z_ (ESI, 6 0 V) 5 6 8 (M 
H*) . 

[0 15 6] 

f) (S-4-^yi-h) -U^-J-()V\ - (Q-2, 6- 

jCOjSttffl. <5H (DMSO-d 6 ) 8. 76 (1H, d, J_ 8. 1Hz) 
, 8. 49 (1H, dd, 1 4. 8, 1. 7 Hz), 7. 61 (1H, dd. 
J_ 7.7,1. 7Hz) , 7. 55 (2H, d , J_ 8. 9Hz) > 7. 45 
(1H, m) , 7. 23 (2H> d> J_ 8. 5Hz) > 7. 2 (1H, m) , 
6. 96 (2H. d> _J_ 8. 5Hz) , 5. 18 (2H. s) , 4. 53 (1 
H, m) „ 3. 17-2. 87 (4H, m) , 2.4 0- 2. 30 (2H, t , 
X 7 . 3 H z ) , 1 . 8 3 (2H, m) ; m/ z_ .(E SI. 6 0 V) 5 6 3 ( 
MH+) o 

[0 15 7] 

g) (N' -3. -N- { ( [3-hTU^- 

2-^)ViJZfY^^-U^J^)V- (N* — 3, y-zi^V'f 
JW -L-4-757 7xZ ;P79 = >*J:t«ftflS3-fcr=iU;P**OX^r-^ 
„ <5H (DMSO-d 6 ) 10. 8 6 (1H. s, CO z H), 8. 9 2-8. 7 
5 (3H, m, ArH) , 8. 6 8 - 8/ 5 2 (2H, m) , 8. 39 (1H. 
br s) . 7. 75 (2H, t, J_ 7. 5Hz) . 7. 56 (2H, d, X 

6. 3Hz) , 7. 39-7. 18 (4H, m) . 4. 60-4. 47 ( 1 H 
, m. CH) 43=tU^'3. 2 5- 2. 9 2 (2H, m, CH 2 ) ; m/_z_ (E S I 
,60V) 5 8 2 (MH+) . 
[0 15 8] 

a) (S-2. 5-'^h^'>7iZ)|/) — zi^y (N-2. 

6-^^on^>V-f ;U) -L — 4-7$ 7 7i-JP77r> 
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4>WW*:6 (0. 4 4g> 0. 6 9mmol) ©THF (7. 5ml)*5«fctftJ< 
(5ml) »«S'Jf^bHn + ^l«-*|Dft (4 3mg, 1. Ommol) 
TfflSL. SIT1 6B#^*#U 0%IHTpHll:Sttffclfe. S 

^SDCM (2X3 Oml) TttfcHU «HS*J*£T-C*$fiS1*, 
Sr^fc. ^tltliiLfcMeOHT^L, BfeHfr<P M'ffc£-tt (2 1 Omg 
> 4 9%) ^fifeo <5H (DMSO-dO 11. 18 (1H> br s, CO z 
H), 10. 66 (1H, s. NH) , 8. 89 (1H, d, JL' "8. 0Hz) 
, 8. 30 (1H. dd, 1 1. 6, 4. 7Hz) . 7. 77 (1H, dd. 
X I. 6, 7. 6Hz) . 7. 62-7. 45 (5H, m) , 7. 32 (2H 
, d, X 8. 5Hz) ••; 7. 17 (1H, dd; I 4. 8> 7. 6 Hz') > 

6. 9 6 (3H, m) , 4. 6 2 (1H, m) , 3. 7 0 (3H, s)\ 3. 6 
0 (3H, s) *$J;tf 3. 2 0-3. 0 0 (2H, m) . m/z_ (ES+) 6 2 
6\ 6 2 8 (MH+) „ 

[0 15 9] 

erF©<fc£-«j£» ^J4a) RD*5tT?, ^ts^fjuxf 

a) 2-^ (S-2. 5-y/h^y7i-^) ^3gV_l2k= (N-2. 
6 £22 P □ ^ > V ^ M -L-4-75/7I — ;i/T 2 — > 

(N-2, 6-y^DD^>>/-f) -L-4-75/7i^77->^f^ 

x7>5";u*5=t^3, 5 -i?? a Dtr>js?;u- 4 -tifrtf—jv? dij'fs*. <?h 

(DMSO-d 6 ) 8. 64 (2H, s) , 7. 6 0-7. 4 6 (5H. m) „ 

7. 2 4 (2H. d, JL 8. 5Hz) . 4. 78-4. 65 (1H, m) , 3 
. 2 2-2. 8 5 (2H, m) ; 5H m/z_ (E S 1 , 6 0 V) 5 2 8 (MH 
+ ) o 

[0 16 0] 

c) (N' -2. 4 -V>^)V-u^- )V> - (N-2. 6-S?frap^> 
lATJU) -L-4-75y7x-^77-> 

(N-2, 6-y^DO^>y-fJW -L-4-7$;7ilH7-> * 
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<5H (DMSO-d 6 ) 8. 39 (1H, br d) , 8. 23 (1H, d, JL 
.5. OHz), 7. 59-7. 45 (6H. m) . 7. 26 (2H« d , J_ 
8. 4Hz) , 7. 01 (,1H, d, J_ 5. 1Hz) , 4. 65-4. 5 2 ( 
1H, m) , 3 . 2 6-3. 18 (1H, m) . 2 . 9 5-2. 8 4 (1H. m 
) , 2. 17 (3H, s) , 2. 01 (3H. s) ; m/_z (ESI, 6 0 V) 
4 8 6 (MH+) . 
C0161] 

d) N— (2. 6 -zSZuwiv-n^;^ )V) -Q- (2. 
>v ? ;U) -L— ^o->> 

O- (2, 6-y^DP^>yW -L-^P->> ^^;i/XX^;i/^^43 
«fcCX2, 6 -^nnfcfU5W-4-*;^-;i,*n>J Hi^„ 6H (DMSO 
-d 6 ) 9. 2 (1H. d) , 7. 81 '(2H, s) . 7. 5-7. 3 (3H. 
m) , 7. 21 (2H, d , J_ 8. 5Hz) , 6. 93 (2H, d , J_ 8. 
5Hz) > 5. 15 (2H> s ) , 4. 65 (1H, m) , 3. 28-3. 15 
(1H, mj , -3.- 0 5-2. 9 5 (1H> m) ; m/z_ (ESI, 6 0 V) 5 
1 3 (MH+) . 

[0 16 2] 

e) N' - (2 --J^/-r;P) -O- (2. 6-y^Pa^>y^) -L- 

O- (2, 6-y^PD^/yJW -L-^U^> *?-)l'3LX : T)VmWt1&$i' 
J;^-H^y-r;U^piJ h*03$fc. MJX^75>^Stltm SH (D 
MSO-d 6 ) 9. 0-8. 85 (2H, m) > 8. 7 (1H, m) , 8. 14 

(1H, m) , 7. 55-7. 41 (4H. m) . 7. 24 (2H. d, J_ 8 
. 6Hz) , 6. 95 (2h, .d. I. 8. 6Hz) , 5. 16 (2H, s) , 
4. 59 (1H, m) » 3. 17-3. 12 (1H, m). 3. 04-2. 96 
(1H, m) ; m/_z_ (ESI, 6 0 V) 4 4 5 (MH+) 0 
[0163] 

f) N — (3. 5-y^na-4-t:JU^) — N ' - (3. 5-y»Dn- 
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4-bfziU;U) -L-4-7$/^j:-;|/T^-> 

(N-3, 5-^^OD-4-tfnU;W -L-4-7S/7x-;k77-> 

^^;i/xx^;i/*5ctrX3, 5-> ? ^antfu> J ;u-4-^;^-;u^DU Kfi^fc 

. <5H (DMSO-d 6) 3 0 0MHz) 9. 2 6 (1H, d , J_ 8. 3Hz 
) » 8. 79 (2H. s) » 8. 65 (2H, s) . 7. 57 (2H, d , _J_ 
8. 4Hz) , 7. 30 (2H. d, J_ 8. 4Hz) , 4. 70 (1H, m) 
, 3. 15 (1H, del, 1 14. 1, 5. 2 Hz) *5«fctf2. 93 ( 1 H, 
dd, J_ 14. 0, 9. 3 Hz) ; m/z_ (ESI, 160 V) 527 (MH 
+) . 

[0 16 4] 

g) N (2 -Zan-n^y-i )},) -n* - (3. 5 -*j>? do- 4 - tf 3 'J 
-L-4-7$y7x _;U7 ^ - > 

(N-3, 5-.^op-4-K3'j;W -L-4-7S/ 7i^77^> 

^^;ux7>^*5cti;2-^pn--zi^y-r;u^DU 6H (dms 

0-d 6 , 3 0 0MHz) 12. 85 (1H, br s) ; 10. 88 (1H. 
s) , 8. 9 7 (1H, d, _J_ 8. 1 Hz) , 8. 7 9 (2H. s) , 8. 4 
6 (1H, dd, J_ 4. 8, 1. 8Hz) . 7. 70 (1H, dd, I 7. 
5,1. 8Hz) , 7. 59 (2H, d,J_ 8. 4Hz), 7. 48 (1H, 
dd, 1 7. 5, 4. 8 Hz), 7. 30 (2H, d, J_ 8. 4Hz), 4 
. 63 (1H, m), 3. 16 (1H, d d , J_ 1 3 . 9, 4. 7Hz) 43ct 
Z>*2. 9 5 (1H, dd, I 13. 8, 9. 8 Hz) m/Z. (ESI, 16 
0 V) 4 9 3 (MH+) „ 
[0 16 5] 

mmm 5 

a) O- (2. 6-5?gPQ^>S?;i/) — N— ( 4 - 7jfc£2k= 1 . 2, 5- 
MJ^^P- 3-en-r;U) -L-^o>-> 

: JHrtt> (6ml) , * (6ml) , *<fc^MeOH (4ml) ^T, *IK1 
*7 (3 6 0mg, 0. 6 8mmo 1 ) £\ L i OH. H 2 0 (3 4m g, 0. 
8 lmmo 1) T\ SflT2WfBffliLfc. ii^I^TT^SL, f^^ci 
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tztm&fcm.&i'ts.&zm'mis. &&#&xim*<Dmm&&ML (2 4 5m g> 

7 0%) ZmtZo <5H (dB-DMSO) 8. 37 (1H, d, _J_ 8. 2Hz ---- 
, NH) , 7. 5 7 - 7. 4 3 (3H, m' s, T'J— )V-H) „ 7. 2 3 (2 
H, d, J_ 8. 6Hz, 7'J-;i/-H) , 6. 95 ( 2 H, d , J_ 8 7 . . 6 
Hz, T'J-^-H) , 5. 18 (2H, br s, CH 2 -0) , 4. 62 ( 
1H, m, fltyr -H) ; 3. 3 3 (3H. s., MeN) , 3. 13 (1H, 
dd, I 4. 1 , 13. 8Hz, C H A H B A r ) , 2. 32 (3H, s,Me 
CO), 2. 0 1 (3H, s, fcfo— ;U-Me) «J;-tfl. 9 2 (3H, s, hf 
□-Jl'-Me) o m/ z_ (ES+, 6 0V), 517 (MH+, 100), 51 
9 (MH+, 7 0). 
[016 6] 

b) O- (2. 6 -yj7 UU^>~J)V) — N— (4 -7-tl^;P- 3. 5-fx* 

^-2-tfa-r;u) -l-^d->> 

O- (2, 6-y?PP^>yJW -L-fDy> ^fjl/XXfiHiS* 
<fctf3, 5-i^^^)U-4-Tiz^Jl}du-Jl-2-tlA^>mmMo 
(CctO, •^afeO^M'ttH^O^MItaM (5 5 0mg) £?#fc 0 <5 H (D 
MS'O-dg) 11. 56, (1H, s) , 7. 6 1 ( 1 H, d,i 7. 8H 
z) , 7. 51 (2H, d,JL 8. 0Hz), 7. 41 (1H, t,J_ 8. 
0Hz) , 7. 2 1 (2H, d, _J_ 85Hz) , 6. 96 (2H, d, _J_ 8 
. 5 Hz) , 5. 1 6..(2H, s) , 4. 6 9-4. 5 5 (1H, m) , 3. 1 
2 (1H, dd, 1 13. 7, 4. 7Hz) , 2. 99 (1H, dd,J_ 1 
3. 7, 9. 1Hz), 2. 43 (3H, s) , 2. 38 (3H, s) , 2. 3 
1 (3H, s) ;m/z (ESI, 6 0V) 5 0 3 (MH+) 0 
[0 16 7] 

c) O- (2, &-i?2uu^>i?)V) -N- (4-Yiz^)V- 2, 
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• ^-3-fcfo'j;t/) -L-^a->> 

iftCetO» afe#EfigteHflc<P Mft;£<B» (2 0 3mg) <5 H (DMS 

0-d 6 ) 1 1. 2 (1H, s) . 8. 8 3 ( 1 H, d, X 8. OHz) . 7 
. 5 6 (2H> a p p . d. J_ 8. OH z ) , 7. 45 (1H, app. t. 
v J_ 8. OHz) , 7. 2 1 (2H> d, I 8. 5Hz)\ 6. 9 5 (2H 
, d. J_ 8. 5 Hz) > 5. 17(2 H. s), 4. 6 1- 4. 52 (1H. 
m) , 3. 11 (1H, d d , J_ 13. 8, 4. 3 Hz) > 2. 8 6 ( 1 H, 
dd. I 13. 8, 10. 4Hz) , 2. 3 1 (3H, s) , 2. 0 8 (3H 
, s) » 2. 0 7 (3H. s) ;m/i(ES I, 6 0 V) 5 0 3i5«fcZ*5 0 5 
(MH+) . ..... 

. [0 16 8] 

d) O- (2. 6 uw<.yi?)\,) -N- ( 1 - *^)V- 2 > K 'J )V 
) -L-^P->> 

O- (2, 6-yi7DD^>yW -L-^P:» /f;HXfJl'M^ 

&m&<DMBjj2£& (2 2 Omg) <5 H (DMSO-d 6 ) 11. 7 ( 

lH.br s) , 8. 66 (1H, d> J_ 8. 3Hz) . 7. 65 (1H, 
d . J_ 7. 9Hz) , 7. 5 3 (2H, app. d , J_ 8 1 1Hz) , 7. 
2 6 (1H, ^Wffifcm) » 7. 09 (2H. app. t, J 7. 5Hz) . 
6. 9 6 (2H V d, J_ 8. 5Hz) , 5. 16 (2H, s) , 4. 64-4 
. 54 (1H. m) , 3. 89 (3H, s) , 3. 16 (1H, dd, I 13 
. 8, 4. 3Hz) *5=ttX3. 00 ( 1 H. dd, I 13. 8, 10. 4Hz 
) : m/z (ESI. 60 V) 4 9 7 & J;tf 4 9 9 (MH+) . 
[0169] 

e) O- (2. 6-y^aa^/y^) -N- [2- (4-^pp?:c — ;|/) 
-3- (m7^a^f;p) -4-hf^v^;i/) -l-^p^> 

O- (2, 6 -Wuu^y-JM - L - ? n y > > ? jUT- f J^l^. 
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cfctf2- (4-i7DD7iZjW -3- (h'J7Mo/^) -fcT^/— ;U- 
4-#,M5>»ffi3fe. P(afeBft:g) »^ft (2 2 0mg) §|«tfc. <5 H 
<DMSO-d 6 ) 11. 17 (lH. br s) , 8. 82 (1H, d, _J_ 
8. 2Hz) , 8. 08 (1H, s) , 7. 65 (2H> d, I 8. 1Hz) 
, 7. 54 (4H, app. d, J_ 8. 1Hz) , 7. 45 (1H. app. 
t,JL 8. OHz) , 7. 24 (2H, d,X 8. 3Hz), 6. 98 (2 

H, d , J_ 8 . 3 H z ) , 5. 18 (2H, s ) , 4. 61-4. 54 ( 1 H 
. m) , 3. 17 (1H, d d, J_ 13.8, 4. 5 Hz) &cfctf 2. 94 ( 
1H, dd, I 13. 8, 9. OHz) ;m/z. (ESI, 6 0V) 5 2 7*5 
.fctf 5 2 9 (MH+) . 

[0170] 

f) O- (2. 6->>^7UU^>^A) -N- (2 -7 4 -^TV^C 
O- (2, 6-y?DD^/yJH -L-^P-» ^fJHXf«Ii5 

ct^2-7rc-;i,-^T\/-;w-4-*;p^>^i^. «R«gte*tr«ko» 

O^iMtta^O ^lfe^ (3 4 0mg) <5 H (DMSO-d 6 ) 1 

I. 2 (1H. b r s ) , 8. 40 (1H. d , J_ 8.1Hz), 8. 31 
C1H, s) , 8. 0 5- 8. 02 (2H. m) , 7. 55-7. 51 (5H, 

m) , 7. 4 6- 7. 4 0 (1H, m) , 7. 23 (2H, d, X 8. OHz 
) , 6. 97 (2H, d,J_ 7. 8Hz), 5. 16 (2H, s), 4. 7 1 
-4. 6 4 (1H, m) , 3. 18 (2H. app. d,J_ 6. 6 Hz) ; m 
/l (ESI, 6 0 V) 5 2 7*5cfctf5 2 9 (MH+) 0 
CO 1 7 1] 

g) (N' - l 5 -- hdhT^/U;!/) - (N-2. 6-y»na 

^j>VrOk) -L-4-7$ y 7zc~;u7^-> 

(N-2, 6-y^DD^y^JW -L-4-7Sy 7i-Jl/77-> ^ 

^xx^;NocktfN-^;i/- 5 hnhr^y-;w-4-^;u^>^fe^ 0 

<5H(DMSO-d 6 ) 10. 64 (1H, s) , 8. 68 (1H, br d) 
, 7. 8 0 9 1 H, s) , 7. 6 4- 7. 4 8 (6H. m) . 7. 19 (2H 
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, d, J_ 8. 5Hz) , 4. 5 9-4. 4 9 (1H. m) , 4 . 05 (3H, 
s) , 3. 18-2. 9 (2H, m) ; m/z_ (ESI, 6 0 V) 5 0 6 (MH 
+).-.. 
[0 17 2] 

h) N- (2 - ^ )V) -Q- (2. 6 -z/t7UWs>¥)V) L 

— 5 L Di>> - f 

O- (2, -L-^D5>> *^;i/XX^;^&±£;te 

£.Zf2-*^)U-Zi^>m&^ 5H (DMSO-d 5 ) 8. 7 3 (1H, br 

d) , 8. 48 (1H, m) , 7. 7-7. 46 (4H, m) , 7. 4-7. 
2 3 (3H, m) , 7. 0 0 (2H, d, J_ 8. 4Hz) > 5. 2) (2H, 
s) - 4. 6 0 9 1H, m) , 3. 2 7-3. 12 (1H, m) , 3 . 0-2 
. 8 2 (1H, m) ; m/_z (ESI, 60V) 5 0 9 (MH+) „ 
[0173] 

i) (N' A) - (N-^>-/-r;U) -L-4-7S 

(N-^>^M )l) -L-4-75/7i-^77Z> *?-)VJLX'r)V& < £ 
DOZ3f/t4^„ <5H (DMSO-d 6 ) 10. 19 ( 1 H, s) 
. 8. 96 (1H, d, J_ 8. 2Hz) , 8. 46 (1H; d d, J_ 4. 8 
. 1. 9Hz) , 7. 96 (2H, d d , J_ 6. 7, 1. 7 H) , 7. 75- 
7. 65 (3H> m) , 7. 6 2-7. 4 5 (4H, m) , 7. 25 (2H, d 
. J_ 8. 5 H z ) , 4 . 6 (1H, m) . 3. 2-3. 12 (1H. m) . 3 
. 0 - 2 . 8 9 ( 1 H, m) , m/_z_ (ESI, 60 V) 424 (MH+) 0 
[0 17 4] 

j ) Nl — (*/V>-4-t))U#-JU) -O- (2. 6-y^PD^>yJl, 
) -L-^D^> 

o- (2, 6 -^^od^>^;p) -L-^of>> ^^;uxx^;pm^*5 

J;^4- + y'J>*M>i^. 6H (DMSO-d 6 ) 9. 0 ( 1 H, d) 
, 8. 94 (1H. d , J_ 4. 3) , 8. 06 ( 1 H, d , J_ 8. 2 H z ) 
, 7. 79 (2H, m) , 7. 6 2 - 7. 4 2 (4H, m) , 7. 34 ( 1 H, 
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d,J_ 4. 3Hz) > 7. 34 (2H. d, J_ 8. 7Hz) , 7. 00 (2 
H> cKJ_ 8. 7Hz) , 5. 2 2 (2H,.s) ,4. 72 (lH.m) . 3 
. 2 9-3. 19 (1H, m) , 3. 0-2. 8 8 (1H, m) ; m/ z_ (E S 

I , 6 0 V) 4 9 5 (MH+) . 
[0 17 5] 

k) N' - (2-7x/^y-3fy-f^) — O— (2. 
ik) -L-^P->> 

O- (2, 6-y^DD^>yW -L-^o-» ^^;l/X^5r;i4ftHfe4ft* 
£.Xt2-73iS*~>-Zl^>WL&&. 5H (DMSO-d 6 ) 8. 5 5 (1H. 
d) » 8. 18 (2H, m) , 7. 6-7. 4 (5H, m) , 7. 3-7. 15" 
(6H, m) , 6. 7 1 (2H, d) , 5. 1 (2H> s) , 4. 6 5 ( 1 H> 
m) „ 3. 2 2-3. 0 (2H, m) ;m/_z_(ESK 60Vr53'7 (MH 

[0 17 6] 

1 ) N— (hTU5?>-2 -t>)li£-)\,) -Q- (2. S-VZuwOW) 
-L-^D5>> 

o- (2, 6 -VZuu^yVM -L-^D~>> *^;PX*^;P*ttR4GW3. 
«fctX2-trziU>^i*. <5H (DMSO-d 6 ) 8. 8-8. 6 (2H, m) 
, 8. 0 (2H, m) , 7. 7-7. 4 (4H, m) . 7. 14 (2H, d\ J_ 

8. 7 Hz) „ 6. 9 2 (2H, d, _J_ 8.7Hz). 5. 15 (2H, s 
) » 4. 7 2 (lH. m) , 3. 17 (2H. m) ;m/z. (ES I, 6 0V) 
4 4 5 (MH+) „ 
[0 17 7] 

m) N— (h:U5>>-4-;ft;M?x;i/) — O — (2. 6-^»DD^>^) 
-L-^a->> 

O- (2, 6-i>^DD^>5?)W -L-^DS/> ^^JlJLXT-Jim^m.^ 
J;^y-3f>|^ t 6H (DMSO-d 6 ) 8. 6 8 (2H, dd, 1 
4. 5. 1. 6Hz) . 8. 4 (1H, d, _J_ 7. 2Hz) , 7. 63 (2H 
> dd> I 4. 5, 1. 6Hz) , 7. 6-7. 4 (3H. m) , 7. 15 ( 
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2H, d, X 8. 6Hz) . 6. 87 (2H, d, _J_ 8. 6Hz) , 5. 1 
4 (2H. s ) , 4 . 3 1 (1H, m) , 3 . 2 - 2 . 9 6 ( 2 H, m) ; m/ 
z. (ESI. 60V) 445 (MH+) . 
[0178] 

n) N— (2-hFa^yZJf/-f;|/) — O— (2. 6-i?»QD^>y;i/ 
) -L-^D->» 

O- (2, 6-y^na^>yJW -L-^n->> yf;HXf;HS?l^ 
<fctf2 -t HD^fz-zi^ 1 ^**. 6H (DMSO-d 6 ) 10. 15 (1H 
, d,X 7. 4Hz) , 8. 31 (1H, dd, I 7.1, 2. 0Hz) , 
7. 7 1 (1H, b r s) . 7. 6 5-7. 4 5 (3H, m) ,7. 16 (2 
H. d, J_ 8. 4Hz) , 6.97 (2H, d, J_ 8. 4Hz) . 6. 46 
(1H, t, J_ 6. 8Hz'), 5. 17 (2H, s) , 4. 6 8 (1H. m) 

> 3^2-3. 0 (2H. m) ;m/_z (ESI, 6 0V) 46 1 (MH+) . 

[0179] 

o) (NJ - 2 -7$ I ~ U^/j±M ~ (N-2. 6-iS?un^>V^ )l 
) -I.- 4-T ^ y y jl-)UY^-> 

(N-2, 6 -V2 PD^V^jW -L-4-75 /7i^77-> ;* 
^X7r^<t^2 -T5ynzi^>^S5l5 0 <5H (DMSO-d 6 ) 10. 
6 4 (1H, s) . 8. 5 5 (1H> d) , 8. 0 6 (1H, m) , 7. 8 (1 
H, d) , 7. 7-7. 4 (4H. m) , 7. 28 (2H. d, J_ 8. 5Hz 
) , 6. 9 (2H. br s) , 6. 5 (1H. m) , 4. 5 2 ( 1 H, m) . 
3. 2-2. 9 (2H. m) ; m/ _z (ESI, 6 0 V) 4 7 3 (MH+) . 
[0 18 0] 

p) (NJ - 2 -fc ^n^-js-u^;^ )V) - (N-3. 5-y^DD-fVZ 

n^y-r;^) -l - 4 - 7$ 7 :7ji-juy^-> 

(N-3, 5 - y^no-f v-n^v-OW -L-4-757 !7 jen^T"^ — 

> /5 L ^X7T^iy , 2-tHD + y-D5 1 >W. 6H (DMSO-d 6 
) 10. 14 (1H, d, J_ 7. 6Hz) , 8. 7 8 (2H, s) , 8. 31 

(1H. dd, I 7. 2, 2. 2 Hz) , 7. 70 (1H, br m) , 7. 
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5 7 (2H, d> J_ 8. 5Hz) , 7. 20 (2H, d\J_ 8. 5Hz) > 
6 . 4 6 ( 1H, m) , 4 . 6 9 (1 H, m) , 3 . 2 0-2. 9 5 (2H, m 
) I m/z. (ESI, 6 0 V) 4 7 5 (MH+) . 
[0181] 

q) (N* - 2 U^J^M - ON- 3. 5 DO>f V — 
V-r;i/) -L-4-7S77i-^77Z> 

(N-3, 5-y^DOi'yzilf -L-4-75 / 7 3L~)lT ? — 
>&&Zf2 D?->16ft3fe. <5H (DMSO-d 6 ) 8. 7 8 (2H, 
s)> 8. 60 (1H, br d) » 8. 48 (1H, dd. I 4. 8, 1. 
6Hz) , 7. 7-7. 5 (3'H, m) , 7. 4-7.2 (3H, m) \ 4. 5 
(1H, ) , 3. 3-2. 8 5 (2H, m)., 2. 3 4 (3H. s) ; m/ z_ ( 
ES I v 6 0 V) 4 7 3 (MH+) „ 
[0182] 

r) (N* -2. 6 -V^uu^>-/^)V) - (N — 2 - 7iy4 1 y-3f y 
-f^) -L-4-7$y 7x-J|/77-> 

(N-2, 6-y^OD^>7<Jl/) -L-4-75y7i-J|/77-> * 
^;>X7.^*5=k^2 -7o:y^i/-Zi^>^S5l5. <5H (DMSO-d 6 ) 1 
0. 61 (1H, s) , 8. 56 (l.H,.d, 1 7. 5Hz) , 8. 22-8 
.17 (2H, m) , 7. 5 9-7. 3 5 (8H, m) , 7. 27-7. 11 ( 
7H, m) , 4. 7 2-4.6 4 (1H, m, CH) . 3. 16 (1H. dd, 
J_ 13. 7, 4. 9Hz, CH A H B ) *>J;tf3 . 0 6 (1H, dd, J_ 13 
. 7, 7. 8Hz, CHaH b ) ;m/z. (ESI, 6 0V) 5 5 0 (MH+) . 
[0 18 3] 

s) (N' -3. 5 -VZuwj y-u^J^M - (N-2-7.xy^y- 

u^/^ov) -l-4 -75 y ;wt^-> 

(N-3, 5-^^ao-ry-zi5 1 7<;ur--L-4-7'5y 7^~)IT? — 
> ^^X7,f;^j;tf2-7xy+y-35 1 >iS^ <5H (DMSO-d 6 
) 10. 79 (1H, s) > 8. 78 (2H, s, A r H) , 8. 5 7 (1H, 
d,J_ 7. 6Hz) , 8. 25-8. 13 (2H, m) , 7. 46-7. 35 
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(4H, m) > 7. 2 9- 7. 0 5 (6H, m) , 4. 7 3-4. 6 2 (1H> 
m, CH) , 3.17 (1H, dd, I 13. 7, 4. 7Hz, CH A H B ) £> 
^3. 0 9 (IH, dd, I 13.. 7, 7. 8Hz, CH A H B ) ; m/z_ ( 
ESI, 60 V) 551 (MH+) . 
[0184] 
t) N- (4-T±^)V- 1. 2. 
M±=J±1 ~N' - (3. 5 -^PP-4- hfu Uik) ~L-4-7$y^ji 

(N-3, 5 ->?^DD-4- tfZt'J;U) -L-4-75/7iZ;P77-> 

^^;i/x^-^;i/*5cttX4 -7-fe^;p- 1 , 2, 5-h'j^^i/-iH-ifo- 

;i/-3-*;i/#>^S^ 0 (5H (D.MSO-d 6 , 3 0 0 MH z ) 4 0 0 K) 1 
2. 7 2 (lH.br s) , 1 0. 8 3 ( 1 H, s) , 8. 8 0 (2H, s) 
, 8. 42 (1H, d, J_ 8. 4Hz) , 7. 54 (2H, d, J_ 8. 5H 
z) , 7. 3 0 (2H, d, J_ 8. 4Hz) , 4. 6 6 (1H, m) , 3. 3 
4 (3H, s) , 3. 16 (1H, dd, I 13. 8, 4. 3 Hz), 2. 8 
9 (1H, dd, I 13. 8,11. 0Hz) , 2. 3 2 (3H, s) , 2. 

0 5 (3H, s) *5cfctKl. 9 0 (3H, s) ; m/ _z_ (ESI, 6 0 V) 5 3 

1 (MH*) o 

[0185] 

u) N — (4- (^j;i/^^5» -u^y^QV) -N- ' (3. 5-^^PD- 
4-bfU LUkj -L-4-7$y7i-^77-> 

(N-3, 5-^^on-4-trnu;u) -L - 4 - 75 y ^;c-;P7^-> 

^^;UX7,^-;U*5 e fc^4- (^.>.^;>^;i/#.-;i,) ZD?>iS^. 6H (D 
MSO-d 6 , 3 0 0MHz) 10. 98 (1H, s) , 9. 01 ( 1 H, d, 
J_ 8. 0 Hz) , 8. 77 (2H, s) , 8. 63 ( 1 H, s) . 7. 6 6 ( 
1H, d,_J_ 5.1Hz), 7. 59 (2H, d , J_ 8. 5Hz) , 7. 3 

2 (2H, d, J_ 8. 5Hz) 4. 63 ( 1 H, m) , 3. 14 ( 1 H, dd 
, J_ 1 3. 9, 5. 4Hz) i5J:D^3. 03 (1H, dd, I 13. 9, 8 
. 8 Hz) ; m/_z (ESI, 160 V) 503 (MH*) „ 
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[0 18 6] 

v) (2 -7±^)l- 3 -^X-;i/) ;ft;M^-;t/- (N-3, 
4-bf3U-;p) -4-7S77i-JI/77Z> 

(N-3, 5 -^^OP-4-hf3 U;P) -L-4-75/7xZ^77Z> 

(DMSO-d 6 ) 9. 17 (1H> d, J_ 8. 2Hz, NH) , 8. 7 7 ( 
2H> s, pyr-H) ; 7. 9 9 (1H, d, J_ 5. 1Hz, ^Ir? ac> 
H- 5) , 7. 5 7 (2H, ABd, _J_ 8. 5Hz, Ar -H) , 7. 31 ( 
2H, ABd, 2H, J. 8. 5Hz, Ar-H) , 7. 07 (1H, d, X 
5. 1Hz, ^y^> H-4) , 5. 3 8 (1H, m, CHa) 3. 18 ( 
1H. dd, 1 13. 8, 4. 6 Hz, CHCH A H B Ar) , 2. 9 3 (1H 
, dd, 1 13. 8, 10. 3Hz, CHCH^A r ) 2 . 2 6 (3 

as, COMe) ;m/z (ESI, 60V) 5 0 6 (MH+)o 
[0 18 7] 

HMffJ6 

a) 2 -Zuu-n J-J^)],- (N-2. 6-y^aa^>'/^^) — L — 4 
-7$7 7i-Jj/77-> 
U^Ah h'D + yh- 7jc?0#; (109mg, 2. 5mmo 1) £, 4T^#:8 
(4 5 Omg, lmmo 1 ) ©THF (10ml) &<£7f7k (1 0ml) <DW£i 

itfc. 7kte^£*fOL (1MM) , ^^MiltdctoT^-lHL, TK^gfe^b 
, ^m^^XMM^tM (3 0 Omg, 6 1%) &mtz. <5H (DMSO-dfi 
, 4 0 OK) 8. 90 (1H, d, J_ 9. lHzm 1 NH) , 8. 4 8 (1 
H, m, P y H) , 7 . 6 9 ( 1 H, m, P y H) , 7 . 6 4- 7. 4 5 (7 
H. m, 4 A r H, 1 NH, lPyH), 7. 29 (2H, d , J_ 8. 3Hz 
, 2 A r H) , 4. 66-4. 53 ( 1 H, m, CHatyr), 3. 18(1 
H, dd. I 14, 5. 2Hz. CH A H B A r) , 9 1 ( 1 H, d 

d.J_ 9. 6, 14Hz, CH A H B Ar) „ m/_z_ (ES I, 6 0 V) 4 9 1 
(MH+) o 
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[0188] 
[0 18 9] 

b) N- (2-^pp-n^y-r;p) -o- (2. 6-^po^>>/^;u) 
-L-^0'>> 

^30*^, &&m$£(D i&m<k&m *ntc. <sh (DMso-d 6 , 30 

OMHz) 12. 91 (1 H, b r s , C0 2 H)\ 8. 98 (IE d, H 
8. 3 Hz, CONH) , 8. 4 4 ( 1 H, del. I 4. 8, 1. 9Hz> 
PyH) , 7. 6 9-7. 5 8 (4H, m, C 1 2 A r H 3 + P y H) , 7. 45 

(1H, dd, X 7. 5, 4. 9Hz, PyH) ,' 7. 43 (2H, d, X 
8. 7Hz, ArH) , 7. 2 2J2H, d, J_ 8. 5Hz,.ArH).. 4. 
67 (1H, ddd, I 10. 0. 8. 2, 4. 7Hz, CHa) , 3. 24 

(1H, dd, J 14. 0, 4. 0Hz, CH A H B Ar) feJ:ri2. 9 9 (1 
H, dd, J_ 13. 9, 10. 2 Hz, CH^Ar) ;m/i(ESI, 6 
0 V) 4 9 3 (MH+) . 
[0 19 0] 

c) N— (2 - >7 UU-u?- J ^ )U -N-^.^;i/-N' - (3. 
a _ 4 -^3,j ;l/) _ L _ 4 _ Tsy y^-JUT'y-y 

*m&3 l^e>afe@#:g) ^^#> ^#^ 6H (DMSO-d 6 , 3 0 0 
MHz, 4 0 5K) 10. 36 ( 1 H, br s, CONH) , 8. 67 (2H 
, s, Cl 2 PyH) , 8. 4 2-8. 3 9 (1H, m, CIPyH) , 7. 5 
4-7. 15 (6H, br m, 4 X A r H+ 2 x C 1 P y H) ,5. 30 (1 
H, v br s, CHa) , 3. 4-2. 6 (5H, br m, NMe+CH 
CH 2 Ar) h>«4 0 5KTlt$n^ofc. 3 0 0 KT, <5 H 

13. 06 ( 1 H, br . s , C 0 2 H) ) ; m/_z (ESI, 70 V) 50 
7 (MH+) „ 

[0 19 1] 

d) [ (S-2. 5 3L~)V) -n^y^)U-Q- 
(2. 6 -z/ZuwOi?)],) -L-^a->> 
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«3 2^„ <5H (DMSO-d 6 ) 8. 57 (2H. m. pyrH, N 
H) , 7. 83 (1H, d, _J_ 7. 8Hz, pyr-H) , 7. 69 (1H, 
dd, J_ 7. 8, 4. 7Hz, pyr-H) , 7. 55 (4H, m, Ar-H 
) , 7. 2'8-7. 2 2 (3H, m, A r — H) , 7. 0 7 (lH,d, I 9 
. lHz,Ar-H) , 6. 95 (2H, d> J_ 8. 5Hz, Ar-H) , 5 
. 18 (1H, s, CH 2 0) ,4. 5 5 (1H, m, CHa) , 3. 8 1" (3 
H, s, OMe) , 3. 4 0 (3H, s, OMe) *5J:lX3. 0 7 (2H, m, 
CHCH 2 Ar) . mA (ESI, 3 0V) 64 5 (MH+) „ 
[0 19 2] 

e) 2 - { r (2-^DD-3-tf'Jy-;i/) tS)V^-)V\ 75 71 -3- ( 
4- { (2. 6-y^nn7-'j;) 7iZJM ^o/t>f 

W15*^, fife@#:cD^Mlb^M^#fc. (5H (DMSO-d s> 30 
OK) 11. 0 6 (1H, br s) , 10. 23 (1H, br s), 9. 0 
0 (1H, d , J_ 7. 8Hz) , 8. 4 6 (1H, br d) , 7. 95 (2 
H, d, J_ 7. 4Hz) . 7. 69 (1H, d, J_ 7. 1Hz) , 7. 59 
(2H. d, J_ 8. 0Hz) , 7. 50-7. 36 (3H, m) , 4. 71 ( 
1H, br), 3. 26 (1H) &=fctf 3. 06 (1H, dd, I 13.8, 
10. 0Hz) ; m/_z_ (ESI, 60 V) 4 9 2 (MH+) „ 
[0 19 3] 

f) 2 - { f (2-^nn-3-b?U>?-;W) %Jl#=JlA 17 $ J ) - 3 - ( 
4- { [ (3. 5-y^DD-4-t:'Jy-^) 7$ 71 *>Jl#-)l<} 7 

<5H (DMSO-d 6 , 300 MHz) 12. 92 (1H, br 
s)- , 10. 57 (1 H, s), 9. 00 (1H, d, J_ 8. 2Hz), 8. 
75 (2H, s), 8. 45 (1H, dd, I 4. 7, 1. 7Hz), 7. 9 
6 (2H, d, J_ 8. 15Hz), 7. 69 ( 1 H, d , J_ 7 . 3, 1. 7 
Hz), 7. 49 (2H, d,J_ 8. 0Hz), 7. 48 (1H, 4. 71 ( 
1H, br m), 3. 28 (1H, dd, I 13. 9, 4. 7Hz) &<}:Zfi 



( 80 ) 



#^2002-501051 



3. 06 (1H, dd, 2 13. 9. 10. OHz) ; m/z_ (E S I,. 6 0 
V) 4 8 3 (MH+) . 
[0 19 4] 

wmi 

2-7* ( S-mWt) -Jf/^JhQ- (2. 6-^^ua^>^)l) — L 

U^-^At KD^-> K-7jcfn#» (7 5mg, 1. 8mmo 1) ^^#:9 ( 
3 6 Omg, 0. 6mmo 1 ) (DTHF (13ml) *5=t^7K (10ml) (DM 

£i±£o TMMt^fnL (1MM) . ^£*iafc±?TJW«U yk~C$t& 
U ^^-frTMMl^i^ (2 0 0mg, 58%) ^ffc. 5H (DMSO-d 
6 . 4 0 OK) , 8. 5-8. 3_5 .(2H. m. pyrH, 1NH) \ 7. 71 

(1H, dcLi 1. 7, 7. 6, pyrH) , 7. 57 (2H> cK J_ 8 
. 9, 2ArH) , 7. 4 5 (1H> m, lArH) , 7. 2 2.(2H\ d, J_ 

8. 5, 2ArH) > 7. 18 (1H> m, lpyrH) , 6. 9 7 (2H. 
d > J_ 8. 5.2ArH) . 5. 18 (2H> s , OC H 2 A r ) , 4 . 4 3 

(1H, m, CHa tyr) , 3. 8 2 (2H, s, SCH 2 C0 2 H) ,2.9 
4-3. 2 3 (2 H, rru CH 2 A r) ; m/z (ESI, GOU) 5 3 5 (M 
H+) . 

[0 19 5] 

2-7* (s^TM -u7;-< )i-o- (2. ■'e-ztiruuiyvM - 

'J^At Ho+xK- 7jcfil^l (HOrng, 3. 3mmol) -*IBM*: 1 
0(1.4 gm. 2. 7mmo 1 ) ©THF (10ml) *5ck^7jc (10ml) 

tmznit. iMSEmtttpKUs (imm) , «t««:«ia^«koT^Ku, 

$E#U ^#$-&TMMlts^ (1. 1 gm, 8 1%) &mtz. <5H (DM SO 
- d 6 > 400 K) 8. 73 (1H, d , J_ 8. 1, NH) , 8. 5 2 ( 1 H 
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, d d, J_ 1. 7,4. 8, lpyrH) . 7. 67 (1H, dd, 1 1. 
7. 7. 6, lpyrH), 7. 55 (2H, d , J_ 8. 9, 2 A r H) , 7 
. 45 (1H, dd, J_ 2. 3. 8. 9, 1 A r H) , 7. 24 (2H, d, 
i 8. 6, 2ArH) « 7. 16 (1H, m. lpyrH), 6. 99 (2H 
.., d, _J_ 8. 6, 2 A r H) » 5. 18(2 H, s, OCH 2 Ar) , 4. 5 
5 (lH. m, CH,.t'yr) , 3. 16-2. 9 5 (2H, m, CH 2 Ar) 43 
«ttf2'. '3 8 (3H, s, SCH 3 ) ;ra/z. (ESI, GOU) 491 (MH+ 
> • 

[0 19 6] 

MMM 9 

-4- r (E) -2- (2. 6-^DP7 

*|!B#2 8 (1. Og, 1. 9 9mmo 1 ) OTHF (5ml) *3ct^* (5 
m 1 ) (DmWz. U mtFo + y K— *ft'4fc" (8 8mg, 2. 09 mm o 1 

^A/TUfcOIr, ^MiiHPLCTHIUc (9 8mg). (5 H (DM SO 
-d 6 ) 12. 90 (1H, dr s , C0 2 H) ,8. 98 (1H> d, J_ 8 
. 0Hz) , .8. 45 (1H, d , J_ 3. 4Hz) , 7. 70-7. 03 (9 
H : , m) , 4. 7 2-4. 6 0 (1H, m, CH) . 3. 2 0 (1H, dd, I 

14. 0, 4. 5Hz, CH A H B ) *«fcCX3. 0 1 (1H, dd, _J_ 14. 
0 , 9 . 9Hz, C HaH b ) ; m/ z_ (ESI, 60 V) 475 (MH+) „ 
[0 19 7] 

nmm i o 

(N- 2 -^□□-zi5 L 7-r;U) -4- [2- (2. 6^j^_PP_Z^Xjk) 

'Jmt Ka^f/K— TKfn^j (13mg) £, *flBM*:2 2 (15 0mg, 0 
. 2 9mmo. 1) OTHF (5ml) &£.ZfiH 2 0 (5ml) O^f&f-.^tjn Lfc 
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-m#u mm® \zmi&ifcm-$-&TBW;<D£i ^M^co ^mit^^ (zomg, 4 

9%) &mz a 6H (DMSO-d 6 ) 12. 78 (1H. br s, COjH) 
, 8. 9 0 (1H, d, J_ 8. 0Hz) ., 8. 4 5 (1H, d , J_ 4. 8H 
z) , 7. 6 3- 7. 5 8 (1H, m, ArH) , 7. 4 9-7. 4 5 (1H« 
m, ArH), 7 . 3 4- 7.0 7 (7H, m. ArH) . 5 . 50-5. 45 
(1H, m, CH) , 4. 6 1- 4. 5 1 (1H, m. CH) *3=fcl^3. 3 0- 
" 2. 3 5 (4H, m, 2 XCH 2 ) ; m/z_ (ESI, 6 0 V) 4 9 3 (MH+) 

o 

[0198] 

nmmi 1 

(N-2-^on~3f 7-1* )]/) - {4- f 2 - (2-y^DD7i-^) - 
} 7x-;i/77-> 
'J^At Ho^>-H— Tfcfn^j (3 6mg. 0. 8 5mmol) £, (f>^2 
3 (4 0 Omg, 0. 7 7mmo 1 ) OTHF (5ml) (5ml) <D 

mmzmuuvrz. 3mmm&L. ^uTTHF^Ttisifc 
. »o iMtfMfe-r«MaMtL&. '&*>nrz&&ttjm&m%LL, *-e 

&<iSfc*£L£:. *7A^D7h^77^ - (S i 0 2 ; Rtt : Me OH : D CM 
, 2:8:90) T*£ 6 d t tC<£oT, SfeBfrO ^MillB^ (78 

mg, 19%) &nfz. 5H (DMSO-d 6 ) 8. 4 5 (1H, d d , J_ 4 
. 8, 2. 0Hz), 8. 03 (1H, dd, I 7. 7, 2. 0Hz), 7. 
36-7. 20 (8H, m. ArH) . 6. 98 (1H. d, JL 7. 2Hz, 
ArH) , 5. 1 4- 5. 0 5 (1 H, m, CH) , 4. 11 (2H, s, CH 
2 C = 0) m, 3. 3 9 (1H, dd, J_ 14. 1, 5. 6Hz, CH A H B ) 
fe«fc£K3. 25 (1H, dd, I 14. 1, 6. 2Hz, CH^) ; m/z_ 
(ESI, 6 0V) 4 9 1 (MH+) . 
[0 19 9] 

VCAM- I gJSM3Hb a^^Vf^'J^tyt-^l'y N«BHafe3g# 
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9 6*x;PNUNC?V— hS, F (ab) {7 z> ? * > h-^inb hlgG 
F c r [Jackson I mm uno Research 10 

9- 0 0 6 - 0 9 8 : 2 p. g/m \ ©0. 1M N.a.HC0 3 «&l 0 0/i 1 

. phs. 4] -e, 4ti:T-^-hbfc. y^—h^^^mm^m-km. 

7K (PBS) T*$c# (3X) U ^TlBfPiSL PBS/1%BSAT, £fflK 
TliM^±TyD«yi7bfCo (3X ( PBST?) Lfe^, PBS/1% B 

SATff!Lfc9ng/ml©«l2 d VCAM- I g^JiDL^ 

6 oftr B muizTMmi$±izi&wisfr e 7v-h*m& ox/pbst?) u 

^ViTT«y-iz<$r. 2. 5 X 1 0 5yt~*7 MJS^Mt5±^i2 0 0 w 
[0 2 0 0] " 

- ^•yU-K$:^-ei5fe^ (2X) U S*ifflBa^l0 0w l©^^;-jH!l 

o#f^@^u 1 0j$t#^Tofc. 100 a 100. 2 5 %u— 

>^ (Sigma R4507) p b s mm^wc 5 ttmmu u yu— h 

€rPBST«t# (3X) L^Co 1 00/i 1050% (v/v) X^y-^0PB 
Smm&mbUL. yu-h&6 OMlLti, (5 7 0 nm) 

[0 2 0 1] 

MA d CAM- I g^frf-rs, >5^U >fe#fe J YiMfiftig^tt 

^COT^-fe^ti. a^,77t< .hlWlC^Tff o^Co TzfzV. MAdCAM 

- I g (1 5 0 n g/m 1 ) 52d VCAM- I g <Dftt> K> lZi£.m U j3 - U 

o 

tO 2 0 2] 

9 6 OjLM&m^^-fU— h£> 5 m g/m 1 0 k hJfil/h«7 -f :/ D^^7^> 
(Sigma F 0 8 9 5) A 0 U >^»<b^S^±g 7 Jc (PBS) £ffl^T, 
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2^13 7tHT-l-hUfc. yu-h^:^ (3X > PBST) U &t^Tl 

mm, iootf i pbs/i% bsat, i^cTii^±i?yD-^bfc 

. 0 ^q^^Lfeyiz-h^ (3X, PBST) U fr^IrT y-fe-T 37 
'CKT, 2. 5 x 1 0 5 K5 6 2ifcfflj8&, ££#1 0 n g/m 1 c7)*;i/#-;P- 1 
2-5'JXf-h-13 - 7tf-h^fT5±fl2 0 0 M fclT, ^J»J| 

[0 2 0 3] 

9 6 r >oc;UMMioft'7 P l/— K5\ RPMI 1640/10% FCSSrffiU 
T, 2B^3 yCtCTzi- h Lt 2 x 1 0 ^mU\Z^m\,tz\z h&m&M®. 
tfr^m (PMN) OOy 1T> 1 0 n g/m 1 (D^)V^-)V- 12- 

#ftTt« ^;r;i^§sJraU 3 7tlIT2 0m ^TMCT3 O^K > 
+ h£igil!ret}fc*£U lOOtf 1©0. 1% (w/v) H 

MB (s\*V-^->)Ub U ^^X^^A^DS h\ Sigma H5 8 8 2 
) 00. 0 5MU>i*U^A»^ (pH6. 0) ^^^MzWM Vfz* 

~>y~— fe*«14£, fh7^fM>yy> (TMB) LTKTOJ: 5 Kl§¥ 

ffilt:PMN»>7"M, 0. 2 2% H 2 0 2 (S 1 gma) *3«fctf 5 0 
H g/m 1 TMB (Boehr inger Mannheim) (DO. 1 Mf£ 
^t>'J^A/^X>fI®M (pH6. 0) tjgfdU MM6 3 0 nm 

[0 2 0 4] 

tb!h'hffi.MM&%:. Chronolog Whole Blood Lum 
iaggregomete >t-^>7ii^ffflHsfiLfc 1 t h(D 

ik^m^^K^/ufzltm (PRP) 0. 3.8% (v/v) ^X>tEthU 
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£i>£JB^T&»JfoLfc#r#&fc h&Msh*. 2 2 0 x gTl 0 a-RB;* 
Cit3ckcT#, ^AtSlUT6 x 1 0 Vm 1 0<Bllia?BfS*T**?.bfe. 
^a^yhtt, PRP*«fctfat«bfc^-f p— (g/'J^NkNaC 
1 8 . 0 ; M g C 1 2 . H 2 0 0 . 4 2 7 ; C a C 1 2 0. 2 ;KC1 0 
. 2;D-^;Un-X 1. 0;NaHCQ 3 1. 0;NaHPO 4 . 2 H 2 0 

0. 0 6 5) &m®m-?-D$AjtZo ffi#SUO#«ET*fctt##SETT2. 5 m 
M AD P (S i gma) Sa8JPLfc«, 
[0 2 0 5] 

±IBOT'y-fe-f C43V>T, *36^©'fb'&<»tt» — a 4 0,7 vizi" 
607yt.-f f3*5liT^Wt 10 0 nMETF© I C 50 ffi££-U a 4 /3 l.CDig 
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6 • 3^zl — X— , y-^^^/K, O J — 
y> H • □ — K ■ 4, d7it-f H 
(72)^BJ# ^3>. PA-h 

h >, 77-A • • 7 



F I 

A 6 1 K 31/4436 
31/4439 
31/455 
31/47 

A 6 1 P 7/02 
29/00 
37/02 
43/00 

C 0 7 D 207/40 
209/42 
213/81 
213/82 
215/50 
231/14 
241/24 
277/56 
401/12 
409/12 



T-73-K (#%) 
4 C 2 0 4 



1 1 1 



V 

( 89 ) 4$S2O02-5O1051 

F^— 4C033 ADI6 



4C055 


AA01 


BAOl 


BA02 


BA21 


BA39 




BA47 


BBOl 


BB02 


BB04 BBIO 




BB11 


CAOl 


CA02 


CA03 


CA39 




CA58 


CB02 


CB08 


CB19 


DAOl 




DA53 


DB04 DBIO 


DB11 




4C063 


AAOl 


BB09 


CC12 


CC92 


DD04 




DDI 2 


EEOl 








4C069 


AC06 


BC24 








4C086 


AAOl 


AA02 


AA03 


BC13 


BC17 




BC28 


BC36 


BC82 


GA04 GA07 




GA08 


MAOl 


MA04 


NA14 


ZA02 




ZA66 


ZA89 


ZA96 


ZB11 


ZC35 


4C204 


BBOl 


CB03 


CB04 


DB26 


EB02 




FBOl 


GBOl 









